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TITLE OF THE INVENTION , 

to 

• SUBSTITUTED PIPERDDINES AS MELAN0C0R,TIN-4' RECEPTOR AGONISTS 

BACKGROUND OF THE INVENTION 
5 ' Pro-opiomelanocortin (POMC) dei;jved peptides are known to affect 

food intake. Several lines of evidence support the notion that, the G-protein coupled 
' receptors (GPCRs) of the melanocortin receptor (MC-R) family, several of which are 
expressed in the brain, are the targets of POMC derived peptides involved in the ■ 
control of food intake and metabolism. A specific single MCR that may be targeted " 

10 for the control of obesity has not yet been identified.. 

Evidence for the involvement of MC-R's in obesity includes: i) the ' 
agouti (A"'') mouse which ectopically expresses an antagonist of the MC-IR, MC-3R. 
, and -4R is obese, indicating that blocking the action of these three MC-R's can lead to 
hyperphagia and metabolic disorders; ii) MC-4R knockout mice (Huszar et al., CeU, 

15 88, 131-141, 1997) recapitulate the phenotype of the agouti mouse and these mice are 
obese; iii) the cyclic heptapeptide MT-E (a non-selective MC-IR, -3R, -4R, and -5R 

.' ' agonist)' injected intracerebrbveritriculariy (ICY) in 'rodents, reduces food intake in " 
several animal feeding models (NPY, ob/ob, agouti^ fasted) while ICV injected SHU- 
9U9 (MC-3R and 4R antagonist; MC- 1 R and -5R agonist) reverses this effect and 

20 can induce hyperphagia; iv) chronic intraperitoneal treatment of Zucker fatty rats with 
an a-NDP-MSH derivative (HP228) has been reported to activate MC-IR, -3R, -4R, 
and -5R and to attenuate food intake and body weight gain over a 12-week period. 

Five distinct MC-R's have thus far been identified, and these are 
expressed in different tissues. MC-IR was initially characterized by dominant gain of 

25 function mutations at the Extension locus, affecting coat color by controlling 
phaeomelanin to eumelanin conversion through control of tyrosinase. MC-IR is 
mainly expressed in melanocytes. MC-2R is expressed in the adrenal gland and 
represents the ACTH receptor. MC-3R is expressed in the brain, gut, and placenta 
and may be involvied in the control of food intake and therraogenesis. MC-4R is 

30 uniquely expressed in the brain, and its inactivation was shown to caiise obesity. MC- 
5R is expressed in many tissues, including white fat, placenta, and exocrine glands. A 
low level of expression is also observed in the brain. MC-5R knockout mice reveal 
reduced sebaceous gland lipid production (Chen et al., CeU, 1997, 91, 789-798). 

Erectile dysfunction denotes the medical coiidition of inability, to 

35 achieve penile erection sufficient for successful sexual intercourse. The term 
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• "impotence" is oftentimes employed to describe thiVprevalent condition. 
' Approximately 140 million men worldwide, and, according to a National Institutes of 
Health study, about 30 million American men suffer from impotency or erectile 
dysfunction. It has been estimated that the latter number could rise to 47 million men . 
5 by the 'yc&r 2000. Erectile dysfunction can arise fro?n either organic or psychogenic 
causes', with about 20% of such cases being purely psychogenic in origin. Erectile 
' dysfunction increases from 40% at age 40, to 67%, at age 75, with over 75% occurring 
in men over the age of 50. In spite of the frequent occurrence of this condition, only a 
small number of patients have received treatment because existing treatment 
10 alternatives, such as injection therapies, penile prosthesis implantation, and vacuum 

pumps, have been uniformly aisagreeable [for a discussion, see "ABC of sexual 
' health - erectile dysfunctiop," Brit. Med. J. 318: 387-390 (1999)]. Only more recently 
• have more viable treatment modalities become available, in particular orally active 
agents, suph as sildenafil citrate, marketed by Pfizer under the brand name of 
15 Viagra®. Sildenafilis a selective inhibitor of type V phosphodiesterase (PDE-V), a 

cyclic-GMP-specific phosphodiesterase isozyme [see R.B. Moreland etal-, ^ ^ . 

• ' "Sildenafil: A Novel Inhibitor of Phosphodiesterase Type 5 in Human Corpus 

Cavemosum Smooth Muscle Cells," Life Sci .. 62: 309-318 (1998)]. Prior to the ' 
■ ihtroduction of Viagra on the market, less than 10% of patients suffering from erectile 
20 dysfunction received treatment. Sildenafil is also being evaluated in the clinic for the 
treatment of female sexual dysfunction. 

The regulatory approval of Viagra® for the oral treatment of erectile 
dysfunction has invigorated efforts to discover even more effective methods to treat 
erectile dysfunction. Several additional selective PDE-V inhibitors are in clinical 
25 trials. UK- 1 14542 is a sildenafil backup from Pfizqr with supposedly improved 
properties. IC-35 1 (ICOS Corp.) is claimed to have greater selectivity for PDE-V 
over PDE-VI than sildenafil. Other PDE-V inhibitors include M-54033 and M-54018 
from Mochida Phannaceutical Co. and E-4010 from Eisai Co., Ud. 

Other pharmacological approaches to the treatment of erectile 
30 dysfunction have been described [see, e.g.. "Utest Findings on the Diagnosis and 
Treatment of Erectile Dysfunction," Dmp News & Perspectives, 9: 572-575 (1996); 
"Oral Pharmacotherapy in Erectile Dysfunction," Current Opinion in Urology. 7: 349- 
353 (1997)]. A product under clinical development by Zonagen is an oral formulation 
of the alpha-adrenoceptor antagonist phentolamine mesylate under the brand namcof 
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Vasomax®.' Vasomax® is also being evaluated for the treatment of female sexual 
dysfunction. 

Drugs to treat erectile dysfunction act either peripherally or centrally. 
They are also classified according to whether lhey"initiate" a sexual response or • 
5 "facilitateV a sexual response to prior stimulation [for a discussion, see "A 

Therapeutic Taxonomy of Treatments for Erectile bysfunclion: An Evolutionary 
Imperative," Int. J. Impotence Res ., 9: 1 15-121 (i997)]. While sildenafil and ■ 
phentolami.ne act peripherally and are considered to be "enhancers" or "facilitators" of 
the sexual response to erotic stimulation, sildenafil appears to be efficacious in both 

10 jnild organic and psychogenic erectile dysfunction. Sildenafil has an onset of action 
of 30-60 minutes after an oral dose with the effect lasting about 4 hours, whereas 
phentolamine requires 5-30 minutes for onset with a duration of 2 hours. Although 
sildenafil is effective in a majority of patients, it takes a relatively long time for the 
compound to show the desired effects. The faster-acting phentolamine appears to be 

15 less effecti ve and to have a shorter duration of action than sildenafil. Oral sildenafil is 
effective in about 70% of men who take it, whereas an adequate response with 
phentolamine is obseryed in only 35-40% of patients. Both compounds require erotic 
^ stimulation for efficacy. Since sildenafil indirectly increases blood flow \r\ the 
systemic circulation by enhancing the sm,ooth muscle relaxation effects of nitric 

20 oxide, it is contraindicated for patients with unstable heart conditions or 

cardiovascular disease, in particular patients taking nitrates, such as nitroglycerin, to 
treat anginat Other adverse effects associated with the clinical use of sildenafil 
include headache, flushing, dyspepsia, and "abnormal vision," the latter the result of 
inhibition of the type VI phosphodiesterase isozyme (PDE-VI), a cyclic-GMP-specific 

25 phosphodiesterase that is concentrated in the retina. "Abnormal vision" is defined as 
a mild and transient "bluish" tinge to vision, but also an increased sensitivity to light 
or blurred vision. 

Synthetic melanocortin receptor agonists (melanotropic peptides) have 
been found to initiate erections in men with psychogenic erectile dysfunction [See H. 
30 Wessells etal., "Synthetic Melanotropic Peptide initiates Erections in Men With 
Psychogenic Erectile Dysfunction: Double-Blind, Placebo Controlled Crossover 
Study," J. Urol ., 160: 389-393 (1998); Fifteenth Amencan Peptide Svmposium . June 
14-19, 1997 (Nashville TN)]. Activation of melanocortin receptors of the brain 
appears to cause normal stimulation of sexual arousal. In the above study, the 



-3- 



PCT/USOO/14930 

WO 00/74679 



centrally acting c)i-mclanocyte-stimulating hormone knalog. melanotan-D (MT-U), 
exhibited a 75% response rate! similar to results obtained with apomorphine, when 
injected intramuscularly or subcutaneously to males with psychogenic erectile 
dysfunction. MT-U is a synthetic cyclic heptapeptide, Ac-Nle-c[ Asp-Hi s-DPhe-Arg- 
5 Trp-Lys]-?^H2, which contains the ,4-10 melanocortin receptor' binding region 
common to a-MSH and adrenocorticotropin, but with a lactam bridge. It is a non- 
selective MC-IR, -3R, -4R, and-5R agonist (Dorr et al., Life Sciences , Voi. 58; 
1777-1784, 1996). MT-D (also referred to as PT-14) (Erectide®) is presently in 
clinical development by Palatin Technologies, Inc. and TheraTech, Inc. as a non- 
10 .penile subcutaneous injection formulation. ' It is considered to be an "initiator" of the 
sexual response. The time to onset of erection with this drug is relatively short (10-20 
minutes) with a duration of action approximately' 2.5 hours. Adverse reactions 
observed with MT-H include nausea, flushing, loss of appetite, stretching, and 
yawning and may be the result of activation of MC-IR, MC-2R, MC-3R, and/or MC- 
15 5R. MT-n must be administered parenterally, such as by subcutaneous, intravenous, 
or intramuscular route, since it is not absorbed into the systemic circulation when 

given by the oral routp. . ' 

Because of the unresolved deficiencies of the various pharmacological 
' agents discussed above, there is a continuing need in the medical arts for improved , 
20 methods and compositions to treat individuals suffering from psychogenic and/or 

organic erectile dysfunction. Such methods should have wider applicability, enhanced 
convenience and ease of compliance, short onset of action, reasonably long duration 
of action, and minimal side effects with few contraindications, as compared to agents 
now available. 

25 It is therefore an object of the present invention to provide compounds 

which are useful as melanocortin receptor agonists. 

It is another object of the present invention to provide compounds 

which are useful as selective agonists of the melanocortin-4 (MC-4R) receptor. 

It is another object of the present invention to provide pharmaceutical 
30 compositions comprising melanocortin receptor agonists. 

It is another object of the present invention to provide compounds and 
pharmaceutical compositions useful for the treatment or prevention of obesity, 
diabetes mellitus, and male and/or female sexual dysfunction. 
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It is another object of the present invption to provide compounds and 
■ pharmaceutical compositions for the treatment or prevention of erectile dysfunction. 

It is another object of the present invention to provide methods" for the 
treatment or prevention of disorders, diseases, or conditions responsive to the 
5 activation of.the melanocortin receptor in a mammal in need thereof by administering 
the compounds and pharmaceutical compositions'of 'iihe present invention. 
' ' It is another object of the present invention to provide methods for the 

treatment or prevention of disorders, diseases, or cbnditions responsive to the 
selective activation of the melanocortin-4 receptor in a mammal in need thereof by • 
0 administering the compounds and pharmaceutical compositipns of the present 
invention. ' . 

It is another object of the present invention to provide methods for the 
treatment or prevention of dbesity, diabetes mellitus, and male and/or female sexual 
dysfunction. ■ 

5 ' It is another object of the present invention to provide methods for the 

treatment of male and/or female sexual dysfunction by administering therapeutically 
• • effective amounts of a compound which is a selective melanocortin-4 receptor ■ • 
agonist. i i 

\ ' It is another object of the present invention to provide methods for the 
treatment of erectile dysfunction by administering therapeutically effective amounts of 
a compound which is a selecti ye melahocortin-4 receptor agoni st. 

These and other objects will become readily apparent from the detailed 
description that follows 

SUMMARY OF THE INVENTION 

The present invention discloses novel' 4-substituted piperidines of 
structural fonnula I: 
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H H 0 
R^—hN— C-L- 



9=0 R-^HX 




qR' 




Y X 



The compounds of Formula I are effective as human melanocortin 
5 receptor agotiists and are particularly effective aS selective human melanocortin-4 
receptor (MC-4R) agonists. They are therefore useful for the treatment and/or 
prevention of disbrders responsive to the activation of human MC-4R, such as 
obesity, diabetes as well as male and/or female sexual dysfunction, in particular, male 

erectile dysfunction. ' .,,,(" 
10 The present invention also discloses methods for the treatment of male 

and/or female sexual dysfunction which comprises administering to the subject in 
' need thereof a therapeutically effective amount of a compound which is a human MC- 
4R agonist wherein the compound binds to the human MC-4R with a binding affinity 
at least 10-fold higher than the compound binds.to each of the human MC-IR, MC- 
15 2R,MC-3R,andMC-5R. 

The present invention also discloses methods for the treatment of male 
and/or female sexual dysfunction which comprises administering to the subject in 
need thereof a therapeutically effective amount of a compound which is a human MC- 
4R agonist wherein the functional activity of the compound at the human MC-4R is 
20 characterized by an EC50 at least 10-fold lower than the functional activity at each of 

the human MC-IR, MC-2R, MC-3R, and MC-5R. 

The present invention also provides a method for the oral treatment of 
sexual dysfunction, in particular erectile dysfunction, in a male or female subject 
which comprises the oral administration to the subject in need thereof a 
25 therapeutically effective amount of a compound which is an agonist, in particular a 
selective agonist, of the human MC-4R. 
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The present invention also relates tq pharmaceutical compositions 
• comprising the compounds of Formula I and a pharmaceutically acceptable carrier. 

DETAILED DESCRIPTION OF TyE IMVENTTON . " • 
• 5 / • The present invention provides compounds having the formula I: 



H H O 

I II 

-N— C-L- 




C=0 R-^IH^. 




Y X . 

I 

, or a pharmaceutically acceptable salt thereof; 
• 10, wherein 

Cyi^ . (1) aryl, .. . • 

' \ • • . ■ " • ■•• . 

(2) 5- or 6-mdmbered heteroaryl, • ^ ' 

(3) 5- or 6-membered heterocyclyl, or 

(4) 5-to 7-membered carbocyclyl; 
15 Lis (CRbRb)^; 

mis 0, 1 or2; . 

nis 0,1, 2, or 3; 

pis 0,1 or 2; 

qis 0,1 or2; 

20 Rais (1) hydrogen, 

(2) Ci-8alkyl, 

(3) (CHRb)n-C3.7cycloalkyl, 

(4) (CHRb)naryl. 

(5) (CHRb)nheteroaryl, or 
25 (6) (CHRb)n.O(CHRb)aryl; 

in which alkyl is optionally substituted w^ith from 1 to 3 groups 
independently selected from Rg; aryl. heteroaryl and cycloalkyl are 
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Opt 



ionally substituted with I to 3 gr6Hps independently selected from 



Rf; 






hydrogen, ' i 


(2) 


Ci-galkyl;, ' 


(3) 


(CH2)nC3-7cycloalkyl, or 


(4) 


(CH2)n-aryl; 


(1) 


hydrogen or 


(2) 


a group selected from Rf ; 


(1) 


hydi;ogen, , 


(2) 


Ci-galkyl, 


(3) 


(CH2)n-aryl, 


(4) 


(CH2)nC3-7cycloalkyl or 


(5) 


(CH2)nrheteroaryl; 



wherein alkyl and cycloalkyl arp opnonaiiy buu:,u.u..-v. 

groups selected from Rg; and cycloalkyl, aryl and hetero^l are . 

optionally substituted with 1 to 3 groups selected from Rj; or 

two Rd groups together wUh the atoms to which they are attached form 

a 5- or 6- membered ring optionally containing an additional 

heteroatom selected from O, S, and NRb; 



(1) a group selected from R^^, 

(2) CORd, . , 

(3) S02Rd,or 

(4) COC(Rb)(Rb)N(Rd)(Rd); 

(1) a group selected from Rg or 

(2) C 1-8 alkyl; 

(1) (CH2)n-aryl. 

(2) (CH2)nC3-7cycloalkyl, 

(3) (CH2)n-heteroaryl, 

(4) halo, 

-8- 
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' (5) ORb, 

(6) NHS02Rb, 

(7) N(Rb)2. 

(8) CsN, 

(9) C02Rb, 

(10) C(Rb)(Rb)N(Rb)2, 

(11) N02, 

(12) S02N(Rb)2, 

(13) S(0)mRb, 

(14) CFs.or 

(15) OCF3; 

(1) hydrogen, 

(2) Ci-galkyl, 

(3) (CH2)nC3-8cycloalkyl, 

(4) (CH2)nary], 

(5) (CH2)nHeteroary], ' 

(6) (CH2)nheterocyclyl, 

(7) , C=N, ' 

(8) (CH2)nC0N(RdRd), 

(9) (CH2)nC(0)0Rcl, 

(10) (CH2)nNRdC(0)Rd, 

(11) (CH2)nNRdC(0)0Rd, 

(12) (CH2)nNRdC(0)N(Rd)2, 

(13) (CH2)nNRdS02Rd, 

(14) (CH2)nS(0)mRd, 

(15) (CH2)nS02N(Rd)(Rd), 

(16) (CH2)nORd, 

(17) (CH2)nOC(0)Rd. 

(18) (CH2)nOC(0)ORd 

(19) (CH2)nOC(0)N(Rd)2, 

(20) (CH2)nN(Rd)(Rd), 

(2 1 ) (CH2)nNRds02N(Rd)(Rd). or 

(22) (CH2)nC(0)Rd; 



PCT/USOO/14930 

WO 00/74679 / 



• wherein the cycloalkyl, aryl and heterbaryl groups are optionally 
■ substituted with 1 to 3 groups selected from Rf; the heterocyclyl group 

is optionally substituted with 1 to 3 groups selected from Rf and oxo, 
. and the (CH2)n and alkyl grqups are optionally substituted with 1 ^o 3 

5 groups selected from Rg; 

Yis (I) hydrogen,. 

(2) Ci-galkyl, 

(3) ' (CH2)nC3-8cycloalkyl, 

10 (4) (CH2)naryl, . 

' (5) (CH2)nheterocyclyl, or 
(6) (CH2)nheteroaryl; 

wherein the cycloalkyl, aryl and heteroaryl groups are optionally 
■ substituted with 1 to 3 groups selected from Rf ; the heterocyclyl group 
is optionally substituted with 1 to 3 groups selected from Rf and oxo; 
and the alkyl group is optionally substituted with 1 to 3 groups selected 
froml^g; 

with the proviso that X and Y are not both simultaneously hydrogen. . 

M ta one subset of compounds of formula I, Cy is selected from benzene, 

pyndine,p^ine,p,pendine, imidazole and cyclohexane. ~ 
pUne, o^cydohexane; mo« pteferably Cy is ben«ne. As ^-bsnuten, for Cy, RC ts 
p« H. OH. CM alkoxy. halogen, or SCQjmR"; m<« P^fer^ly ,s a 

In another subset of compounds of formula I, L is (CH2)m wherein n, 

25 is 0, 1 or 2; preferably mis 0 or 1. „,„k, , 

In another subset of compounds of fonnula I, Ra ,s CH(Rb)-aryl, 

CH(Rb>OCH2aryl, or CH(Rb)-heteroaryl wherein the aryl or heteroaryl group ts 
optionallysubstitutedv-ithoneortwoRggroups, Preferably Ra is CH(Rb).ar7l 
optionally substituted with one or t»o gtoups sel«:ted from Rg; mote preferably Ra .s 
30 b^°yl optionally substituted »ith one or two groups selected from halogen. CM 
alkyl, CM alkoxy.CFs, and 0CF3. Evenmore preferred Ra is 4-haloben.yl or 4- 
methoxybenzyl. with 4-chlo,oben.yl and 4-fluorobenzyl being *e most preferred. 

in another subset of compounds of formula I. Rb attached to the 
bicyclic ting is H or C M "Ikyl; preferably Rb is H or CH3. 
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In another subset of compounds of fofmula I, X is C i salkyi 
(CH2)T,-C3-7cycloaIkyl. (CH2)n-aryl, (CH2)n-hetefoaryl; (CH2)n-heterocyclyl, 
(GH2)nC(0)N(Rd)(Rd). (CH2)nC(0)0Rd, (CH2)nORd, (CH2)nNHC(0)Rd 
(CH)nN(Rd)S02Rd, or (CH2)nSRd, Wfjerein the cycloalkyl, aryl and heteroan^l 
groups are optionally substituted ^vith l.to 3 grogps selected from Rf: heierocyclyl is 
optionally substituted with 1 to 3 groups selected from Rf and oxo; and the (CH2)n 

^rnf ' pbTo^r' ^ "'^'^ ' ^ S'-^"?^ from Rb halo, 

S(0)mRb N(Rb)2, and ORb. ' ■ ' ' 
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In a prefeired subset, X is CH2-heteroaryl, CH7-heterocyclyl 
NHC(0)Rd, C(0)ORd, CH2N(Rd)S02Rd, or C(0)N(Rd)(Rd)". ^her^in hetemaryl is 
optionally substituted with 1 to 3 groups selected from Rf; heterocyclyl is optionally 
substuuted with 1 to 3 groups selected from Rf and oxo; and wherein Rd is selected- 
, trpm H and Cj.g alky] optionally substituted with ORb, SRb, or N(Rb)2, or 2 Rd 
groups together with the nitrogen to which they are attached form a 5- or 6-membered 
nng optionally having an additional heteroatom selected from O, S and NRb More 
preferably, heteroaryl is selected from pyridyl. pyra^inyl, pyrimidlnyl, triazolyl (all 
isomers), tetrazolyl, thiadiazolyl, oxadiazolyl, pyrazolyl and imidazolyl. 

Representative X groups include, but are not limited to, carboxy • ' 
taethyloxycarbonyl, ethyloxycarbonyl, propyloxycarbonyl, isopropyloxycarbdnyl n- ' 
butyloxycarbonyl, 2-(methylthio)ethyloxycarbonyl, 2-(dimethylamino)- * 
ethyloxycarbonyl, 2-methoxyethyloxycarbonyl, aminocarbonyl, methylaminocarbonyl 
ethylammocarbonyl, propylaminocarbonyl, isopropylaminocarbonyl, n- 
butylaminocarbonyl, t-butylammocarbonyl, (2-methyIthio)ethylaminocarbonyl (2- 
hydroxy)ethylaminocarbonyl, 1-morpholinylcarbonyI. 1-thiomoipholinylcarbonyl 
piperazmecaAonyl, 4-methanesulfonamido-l-piperazinecarbonyl, 4-methyl-l- 
piperazinecarbonyl, methylureido, 2-hydroxyethyIu;eido, 2-(methylthio)ethylureido 
isopropanoylamino. cyclohexanoylamino, propanoylamino, isobutanoylamino 

isopropylsulfonamido. methylsulfonamido. phenylsulfonamido, isopropionyloxy, 
acetoxy, benzoyloxy, methoxycaitonylamino, n-butyl. ethoxymethyl 
30 cyclopropylmethyl, 3-methylbutyl, benzyl, (ethoxycarbonyl)benzyl, (tetrazolyi)benzyl 

1- 3 halo-substituted benzyl, pyridylmethyl. pyrimidylmethyl, indolylmethyl, 3-methyl- 

2- pyndylmethyl, phenylthio. pyridylthio, pyrimidylthio, thiazolylthio. 
methylthiazolylthio, thiazolylmethyl, methylthiazolylmethyl. 1.3,4-ihiadia2olylmethyl 
5-methyl-1.3,4-thiadia2olylmethyl, 1,2,5-thiadiazolylmethyI, 3-methyI-l,3,4- 
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thiadiazolylmethyl, oxazolylmethyl, methyloxazoiyimelhyl, imidazolylmethyl, 2- 
melhylimidazolylmethyl,l,2^triazol4-ylmethyl,.l,2,4-6xadiazolylmethy^^ 

1,2,4-oxadiazolylmethyl, letrazolymethyl, N-methyltetrazolylpethyl, 1,2,3- 
tridzolylmethyl, dihydro-l,2,4-triazOl-3ione, and 2^methyl-dihyaro-l,2,4-triazol-3- 

one. ' . ' I 

! In another subset of compounds of formula 1,' Y is (CH2)nC3-7 

cycloalkyl, (CH2)n-aryI. (CH2)n-heterocyclyl, or (CH2)n-heteroaryl wherein 
cycloalkyl, aryl and heteroaryl are optionally substituted with 1 to 3 groups selected 
from Rf , and heterocyclyl is optionally substituted with 1 to 3 groups selected from Rf 
and 0X0. Preferably, Y is cyclohexyl, cyclopentyl, cycloheptyl, cyclobutylmethyl. 
hexyl, tetrahydropyranyl. phenyl, naphthyl, pyridyl, thienyl or furanyl. More 
preferably. Y is cyclohexyl, tetrahydropyranyl, or phenyl, with the most preferred Y 
being cyclohexyl. Examples of Y include, but are not limited to, cycloheptyl, 
cyclopentyl, cyclohexyl, phenyl, tetrahydropyranyl, thienyl, furanyl, pyridyl, benzyl, 

pyridylmethyl. , 

In compounds of formula I, preferably one of p and q is 1 and the other 

" ' is 0 or 1; more preferably p and q are both 1. , , 

In a preferred embodiment there are provided compounds of formiila 



20 




T HN 

ho O 





X Y 



la 



or a pharmaceutically acceptable salt thereof, wherein 
25 Cyis (1) phenyl, 

(2) pyridyl, 

(3) piperidinyl, 
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In . 

(4)*. 


imidazolyl. 


(5) 


cyclohexyl, or 


(6) 


pyrazinyl; 


Oor J; 




Oorl; 




0 or 1 ■ 




1 or 2; 


• 


(1) 


hydrogen, 


(2) 


Ci-8alkyl,or 


(3) 


.C3-6cycloalkyl; 


(1) 


hydrogen. 


(2) 


halo. 


(3) 


C]_8alky], or 


(4) 


C3-6cycloalkyl, 


(5) 


ORb 


(6) . 


CF3, 


(7)' ' 


OCF3, 


(6) 


S(0)mRb or . 



(7) N(Rb)(Rb); ' 

(1) hydrogen, 

(2) Ci-5alkyl, optionally substituted with ORb, NRbRb, or SRb, 

(3) aryl, . 

(4) heteroaryl, 

(5) Cs^cycloalkyl, or 

two Rd together with the atoms to which they are attached form a 5- ( 
6-membered ring optionally containing an additional heteroatom 
selected from O, S and NRb; 

(1) hydrogen, 

(2) C(0)ORd, 

(3) C(0)N(Rd)(Rd), 

(4) NHC(0)Rd 

(5) NHC(0)NHRd, 
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(6) NHC(0)ORd, , 

(7) NHS02Rd, , .> ' 

(8) OC(0)Rd, , , , 

• (9) Ci-ealkyl, ' / ', , . , 

■5 1 ' (10) CH2-C3.7pycloa.lkyl, I 

' (11) (CH2)n-aryl, optionally substituted With 1 to 3 groups selected 

' from halogen, C(0)ORb and telrazole, 

(12) (CH2)n-heteroaryl, optionally substituted with Ci-salkyl, 

N(Rb)(Rb),orORt>, 

jQ (13) (CH2)n-heterocyclyl optionally substituted with 1 to 3 groups 

selected from C 1-3 alkyl and 0x0, 
(14) CH2-0Rd,, 
.' , (15) (CH2)nS(0)mRd, 

(16) (CH2)nN(Rd)S02Rd, 
15 ' (17) (CH2)nC(0)Rd or , 

(18) S-heteroaryl; ■ . ■ 

Y.is, (1) hydrogen, 

• \. ' (2) Ci-galkyli ■ ' ' , 

20 (3) C3-7cycloalkyl, 

(4) (CH2)naryl, 

(5) (CH2)nheteroaryl, or . 

(6) (CH2)nheterocyclyl; 

wherein the cycloalkyl, aryl, heteroaryl, or heterocyclyl group is 
25 optionally substituted with one or two halo groups; 

with the proviso that X and Y are not both simultaneously hydrogen; 

In a more preferred embodiment of compounds of formula la, the 
carbon atom marked with * has the i? configuration. 
30 In another more preferred embodiment of compounds of formula la, X 

is selected from the group consisting of: 
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CH. 
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A, 
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O o 
H . H 
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A 



Et 



9 O CH 

A,^cH3; J.^X 

H 



N' 



CH, 



O 

A 



O ... H ,, o 



M 
O 

X 

-HN N' 
H 



CH3 



,0H 



N CH3 
H 3 



O 

A 



NH, 



O 



-HN N 
H 




-NH' ^^^3 
CH3 



O 



^CH, Q^, .0 



-NH Y 
CH3 

O 



-NH' "CH3 




CH3 



■NH 



-NH"^ 



CH, 



-CH3 -o^^^^^f^ 



CH3 -NH 



O CH3 
^^CH3 




O 

ll -HN^N''^^^"^ 



\\ H3CN-. 



-HN O 
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-CH2S(0)CH(CH3)2 -C(0)NHCH2CH2N(CH3)2 C(0)CH(GH3)2 
-CH2S(0)2CH(CH3)2 -CH2N(iPr.)S02CH5 

■ 9 ^ . ■ O ' „ 

— N-CH3 ' H2C-N O 



-N NH 



H2CV 



N 



HoC> 



0,S 




H2C^ 




N ^ . H2C-N b 
3 , O 



NH2 



Representative compounds of formula I are as follows: 
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The compounds of Formula I are.effective as melanocortin receptor 
agonists and:are particularly effective as selective agonists of the human MC-4R. 
They are therefore useful for the treatment and/or prevention of disorders responsive 
5 to the activation of human MC-4R, such as obesity, diabetes as well as male and/or 
female sexual dysfunction, in particular, e^rectile dysfunctipn, and further in partipular, . 
male erectile dysfunction. . * 

Another aspect of the present invention provides a method for the 
treatment or prevention of obesity or diabetes in a mammal which comprises ■ 

10 administering to said mammal an effective amount of a compound of formula I. 

Another aspect of the present invention provides a method for the 
treatment of prevention of male or female sexual dysfunction including erectile 
dysfunction which comprises administering to & patient in need of such treatment or 
prevention an effective amount of a compound of formula I. 

15 Another aspect of the present invention provides a method for the 

treatment of male or female sexual dysfunction including erectile dysfunction which 
comprises administering to a patient in need of such treatment an effective amount of 
a compound which is a selective agonist of the human melanocortin-4 receptor over 
each of the human MC-IR, MC-2R, MC-3R, and MC-5R, or any other human 

20 melanocortin receptor. In one embodiment of this aspect of the present invention, 
there is provided a method for the treatment of male or female sexual dysfunction 
which comprises administering to a patient in need of such treatment an effective 
amount of a compound which is a human MC-4R agonist wherein the compound 
binds to the human MC-4R with a binding affinity at least 10-fold higher than the 
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• compound binds to the human MC-IR, MC-3R, or'MC-5R. In a class of this 
embodiment, the compound binds to, the human MC-4R with a binding affinity at 
least 10-fold higher than the compound binds to the human IvlC-lR, MC-2R, MC-3R, 
and MC-5R. In a subclass of this crass,ithe compoiind binds to the human MC-4R 

• 5 with a'bindi'ng affinity at least 100-fold.highei- than|the compound binds to the human 
MC-l.k,MC-2R,MC-3R,andMC-5R. ' ' 

In a second embodiment of this aspect of the present invention, the 
compound binds to the human MC-4R with a binding affinity at least 10-fold higher 
than the compound binds to any other human melanocortin receptor. In a class of this 

10 embodiment, the compound binds to the human MG-4R with a binding affinity at 
least 100-fold higher than the compound binds to any other human melanocortin 

receptor. , . 

• ■ In a third embodiment of this aspect of the present invention, there is 

provided ? method for the treatment of male or female sexual dysfunction which 
15 comprises administering to a patient in need of such treatment an effective amount of 

a compound which is a human MC-4R agonist wherein the functional activity at the 
" " MC-4R is characterized by an EC50 at least 10-fold lower than the functional activity 

at lhe human MC-IR, MC-3R,, or MC-5R. In a class of this embodiment, the 

iFunctibnal activity at the human MC-4R is characterized by an EC50 at least' 10-fold 
20 lower than the functional activity at the MC-IR, MC-2R, MC-3R, and MC-5R. In a 

subclass of this class, the functional activity at the human MC-4R is characterized by 

an EC50 at least 100-fold lower than the functional activity at the MC-IR, MC-2R, 

MC-3R, and MC-5R. 

In a fourth embodiment of this aspect of the present invention, the 
25 functional activity at the human MC-4R is characterized by an EC50 at least 10-fold 
lower than the functional activity at any other human melanocortin receptor. In a 
class of this embodiment, the functional activity at the human MC-4R is characterized 
by an EC50 at least 100-fold lower than the functional activity at any other human 

melanocortin receptor. 

30 In a further embodiment of this aspect of the present inventioii, there is 

provided a method for the treatment of male or female sexual dysfunction which 
comprises administering to a patient in need of such treatment an effective amount of 
a compound which is a human MC-4R agonist wherein the binding of the compound 
to the human MC-4R is characterized by an IC50 less than 30 nanoniolar (nM) and 

35 the binding of the compound to the human MC-IR, MC-3R, or MCrSR is 
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characterized by an IC50 greater than 30 nM. In a class of this embodiment, the 

binding of the compound -to the human MC-IR, MC-2R, MC-3R, and MC-5R is 
characterized by an IC50 greater than 30 nM. In a subclass of this class the binding of 

the compound to the human MC-IR, MC-2R, MCr3R, and MC-5R is characterize;d by 
5 an IC50 greater than 100 nM. In a further subclass of this class, the binding of the 
compound to the human MC-IR is characterized by an IC50 greater than 1000 nM, 
the binding to the hiiman MC-2R and MC-3R by 'an IC50 greater th^n 540 nM, and 
the binding to the human MC-5R by an IC50 greater than 230 nM. 

In yet a further embodiment, the binding of the compound to any other 
10 human melanocortin receptor is characterized by an IC50 greater than. 30 nM. In a 

class of this embodiment, the binding of the compound to any other human 
melanocortin receptor is characterized by an IC50 greater than 100 nM. In a subclass 

of this class, the binding of the compound to any other hunian riielanocortin receptor 
is characterized by an IC50 greater than 500 nM*. 

15 Another aspect of the.present invention provides a method for the oral 

treatment of male or female. sexual dysfunction including erectile dysfunction which 
comprises the oral administration to the subject in neeci .thereof a therapeutically ' 
effective amount of a compound which is an agonist of the human melanocortin-4 
receptor. In one embodiment of this aspect of the. present invention, the compound to 

20 be orally administered is a selective agonist of the human melanocortin-4 receptor. In 
another embodiment, the sexual dysfunction is ei:ectile dysfunction. Generally, in 
man, the preferred route of administration of a drug is by the oral (PO) route, being 
the most convenient and avoiding the disadvantages associated with parenteral (such 
as subcutaneous, intravenous, and intramuscular) administration. 

25 Yet another aspect of the present invention provides a pharmaceutical 

composition comprising a compound of formula I and a pharmaceutically acceptable 
carrier. 

Throughout the instant application, the following terms have the 
indicated meanings: 

30 The alkyl groups specified above are intended to include those alkyl 

groups of the designated length in either a straight or branched configuration. 
Exemplary of such alkyl groups are methyl, ethyl, propyl, isopropyl, butyl, sec-butyl, 
tertiary butyl, pentyl, isopentyl, hexyl, isohexyl, and the like. 
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— ' The term "halogen" is intended to include the halogen atoms fluorine, . 

chlorine, bromine, and iodine. 

The term "aryl" includes phenyl and naphthyl. 
The term "heteroaryl" includes mono- and bicyclic aromatic rings ' 
5 contaming from 1 to 4 heteroatoms' selected from nitrogen, oxygen and sulfur. "5- or 
6-membered heteroaryl" are monocyclic heteroai;omatic rings, examples thereof 
include thiazole, oxazole, thiophene, furan, pyrrole, imidazole, isoxkzole, pyrazole, 
triazole, thiadiazole, tetrazole, oxadiazole, pyridine, pyridazine, pyrimidine, pyrazine, 
and the like. Bicyclic heteroaromatic rings include, but are not limited to, 
10 benzothiadiazole, indole, benzothiophene, benzofuran, benzimidazole, benzisoxazolc, 
benzothiazole, quinoline, benzotriazole, benzoxazole, isoquinoline, purine, 
furopyridine and thienopyridine. 

The term "5- or 6-membered carbocyclyl" is intended to include non- 
aromatic rings containing only carbon atoms such as cyclopentyl and cyclohexyl. 
15 The term "5 and 6-membered heterocyclyl" is intended to include non- 

aromatic heterocycles cont^ning one to fpur heteroatoms .selected from nitrogen, „. 
oxygen and sulfur. , Examples of a 5. or 6-nriembered heterocyclyl include piperidine, 
, morpholine, thiamorpholine, pyrrplidine,.imidazolidine, tetral)ydrofuran,piperazine, 
and the like. 

20 Certain of the above defined terms may occur more than once in the 

above formula and upon such occurrence each term shall be defined independently of 
the other; thus for example, NR^Rb may represent NH2. NHCH3, N(CH3)CH2CH3, 

and the like. 

The term "composition", as in pharmaceutical composition, is intended 
25 to encompass a product comprising the active ingredient(s) and the inert ingredient(s) 
. that make up the carrier, as well as any product which results, directly or indirectly, 
from combination, complexation or aggregation of any two or more of the ingredients, 
or from dissociation of one or more of the ingredients, or from other types of reactions 
or interactions of one or more of the ingredients. Accordingly, the pharmaceutical 
30 compositions of the present invention encompass any composition made by admixing 
a compound of the present invention and a pharmaceutically acceptable carrier. 

"Erectile dysfunction" is a disorder involving the failure of a male 
mammal to achieve erection, ejaculation, or both. Symptoms of erectile dysfunction 
include an inability to achieve or maintain an erection, ejaculatory failure, premature 
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ejaculation, or inability to achieve an orgasm. An inprease in erectile dysfunction is 
often associated with age and is generally caused by a physical disease or as a side- 
effect of drug treatment. 

By a melanocortin receptor "agonist" is meant an endogenous or drug 
5 substailce of compound that can interact with a melanocortin receptor and initiate a 
pharmacological response characteristic of the melanocortini receptor. By a 
meianoconin receptor "antagonist" is meant a drug or a compound that opposes the 
melanocortin receptor-associated responses normaliy.induced by another bioactive 
agent. The "agonistic" properties of the compounds of the present invention were 
10 measured in the functional assay described below. The functional as?ay discriminates 
a melanocortin receptor agonist from a melanocortin receptor antagonist. • 
By "binding affinity" is meant the ability of a compound/drug to bind 
, to. its biological target, in tlie the present instance, the ability of a compound of 
formula I to bind to a melanocortin receptor. Binding affmities for the compounds of 
1 5 the present invention were measured in the binding assay described below and are 
expressed as ICso's. • 

• •• '•• ' „ , • . . , ' 

"Efficacy" describes the relative intensity with which agonists vary i'ri 

the response they produce even when they occupy the same number of receptors and 
Mvith the same affinity. Efficacy is the property that enables drugs to produce 

20 responses. Properties of compounds/drugs can be categorized into two groups, those 
which cause them to associate with the receptors (binding affinity) and those that 
produce a stimulus (efficacy). The term "efficacy" is used to characterize the level of 
maximal responses induced by agonists. Not all agonists of a receptor are capable of 
inducing identical levels of maximal responses. Maximal response depends on the 

25 efficieiicy of receptor coupling, that is, from the cascade of events, which, from the 
binding of the drug to the receptor, leads to the desired biological effect. 

The functional activities expressed as ECso's and the "agonist 
efficacy" for the compounds of the present invention at a particular concentration 
were measured in the functional assay described below. 

30 

Optical Isomers - Diaster eoisomers - Geometric Isomers - Tautomers 

Comiwunds of Formula I contain one or more asymmetric centers and 
can thus occur as racemates and racemic mixtures, single enantiomers, 
diastereoisomeric mixtures and individual diastereoisomers. The present invention is 
35 meant to comprehend all such isomeric forms of the compounds of Formula I. 
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Some of the compounds described h^in contain plefinic double 

bonds, and unless specified otherwise, are meant to include both E, and Z geometric 

isomers. . • ' . 

Some of the compounds described herein may exist as tautomers such , 

5 as ketoinol iauiomers. The individual tauiomers. as.well as mixtures thereof are 
encompassed within the compounds of Formula I. 

Compounds of the Formula! may be separated into their individual 
diastereoisomers by, for example, fractional crystallization from a suitable solvent, fpr 
example methanol or ethyl acetate or a mixture thereof, or vi^ chiral chromatography 
10 using an optically active stationary phase. ' ^ 

Alternatively, any diastereoisomer of a compound of the general 
■ .Formula 1 or la may be obtained by stereospecific synthesis using optically pure 
' starting materials or reagents of known configuration. . 

15 Salts ' , . 

The term "pharmaceutically acceptable salts" refers to salts prepared ^ 

■ " ' "" ' from pharmaceutically acceptable non-toxic ba^es ir acids including inorganic or 
organic bases and inorganic or organic acids. Salts derived from inorganic bases 
' . ' include aluminum, ammonium, calcium, copper, ferric, ferrous, lithium, magnesium, 
20 manganic salts, manganous, potassium, sodium, zinc, and the like. Particularly 

preferred are the ammonium, calcium, lithium, magnesium, potassium, and sodium 
salts Salts derived from phamiaceutically acceptable organic non-toxic bases include 
salts of primary, secondary, and tertiary amines, substituted amines including 
naturally occurring substituted amines, cyclic amines, and basic ion exchange lesins, 
25 such as arginine, betaine, caffeine, choline, N,N -dibenzylethylenediamine. 
diethylamine, 2-diethylaminoethanol, 2-dimethylaminoethanol, ethanolamme, 
ethylenediamine, N-ethyl-morpholine. N-ethylpiperidine. glucamine. glucosamme, 
histidine, hydrabamine, isopropylamine, lysine, methylglucamine, morphohne, 
piperazine, piperidine, polyamine resins, procaine, purines; theobromine, 

30 triethylamine, trimethylamine, tripropylamine, tromethamine, and the like. 

When the compound of the present invention is basic, salts may be 
prepared from pharmaceutically acceptable non-toxic acids, including inorganic and 
organic acids. Such acids include acetic, benzenesulfonic, benzoic, camphorsulfomc, 
citric ethanesulfonic, formic, fumaric. gluconic, glutamic, hydrobromic, hydrochloric. 

35 isethionic, lactic, maleic, malic, mandelic, methanesulfonic, malonic. mucic, mtnc. 
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pamoic, pantotheni6, phosphoric, propionic, succinic, sulfuric, tartaric, p- 
toluenesulfonic acid, triHuoroacetic acid, and the like. Particularly preferred are 
citric, fumaric, hydrobromic, hydrochloric, maleic, phosphoric, sulfuric, and tartaric 
acids. 

I I 

I 

5 It will be understood that, as used herein, references to the compounds 

of Formula I are meant to also include the pharmaceutical ly acceptable salts. 

Utility 

Compounds of formula I are melanocortin receptor agonists and as 
10 , such ai-e useful in the treatment, control or prevention of diseases, disorders or 

conditions responsive to the activation of one or more of the melanocortin receptors, 
including, but are not limited to, MC-'l, MC-2, MC-3, MC-4, or MC-5. Such 
diseases, disorders or conditions include, but are not limited to,' obesity (by reducing 
appetite, increasing metabolic rate, reducing fat' intake or reducing carbohydrate 
15 craving), diabetes mellitus (by enhancing glucose tolerance, decreasing insiilin 

resistance), hypertension, hyperlipidemia, osteoarthritis, cancer, gall bladder disease, 
sleep apnea, depression, anxiety, compulsion, neuroses,' insomnia/sleep disorder! 
_ substance abuse, pain, male and female sexual dysfunction (including impotence', loss 
of libido and erectile dysfunction), fever, inflammation, immunemodulation, ' ' 
20 rheumatoid arthritis, skin tanning, acne and other skin disorders, neuroprotecti ve and 
cognitive and memory enhancement including the treatment of Alzheimer's disease. 
Some compounds of formula I show highly specific activity toward the melanocortin- 
4 receptor which makes them especially useful in the prevention and treatment of 
obesity, as well as male and female sexual dysfunction, including erectile dysfunction. 



25 

Administration and Dose Ranges 

Any suitable route of administration may be employed for providing a 
mammal, especially a human with an effective dosage of a compound of the present 
invention: For example, oral, rectal, topical, parenteral, ocular, pulmonary, nasal, and 
30 the like may be employed. Dosage forms include tablets, troches, dispersions, 

suspensions, solutions, capsules, creams, ointments, aerosols, and the like. Preferably 
compounds of Formula I are administered orally. 

The effective dosage of active ingredient employed may vary 
depending on the particular compound employed, the mode of administration, the 
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condition bding treated and the severity of the condiiion being treated. Such dosage 
may be ascertained readily by a person skilled in the art. 

When treating obesity, in conjunction with diabetes and/or 
hyperglycemia, or alone, generally satisfactory results are obtained when the • 
5 compounds of the present invention are administered at a daily dosage of from 0.01 
milligram to about 100 milligrams per kilogram of animal body weight, preferably 
given in a single dose or in divided doses two to six times a day, or in sustained 
release form. In the case of a 70 kg adult human, the total daily dose will generally be 
from about 0.7 miiligrams to about 3500 milligrams. This dosage regimen may be 
10 adjusted to provide the optimal therapeutic response, 

' When treating diabetes mellitus and/or hyperglycemia, as well as other 
diseases or disorders for which compounds of formula I are useful, generally 
satisfactory results are obtained when the compounds of the present mvention are 
administered at a daily dosage of from about 0.001 milligram to about 100 milhgram 
15 per kilogram of animal body weight, preferably given in a single dose or in divided 
doses two to six times a day, or in sustained release form. In the case of a 70 kg adult 
human, the total daily dose will generally 'be from about 0.07 milligrams to about 350 
milligrams. This dosage regimen may be adjusted to provide the optimal therapeutic 

response. ' 

20 For the treatment of sexual dysfunction compounds of the present . 

invention are given in a dose range of 0.001 milligram to about 100 milligram per 
kilogram of body weight, preferably as a single dose orally or as a nasal spray. 
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Pharmaceutif^al Compositions 

Another aspect of the present invention provides pharmaceutical 
compositions which comprises a compound of Formula I and a pharmaceutically 
acceptable carrier. The pharmaceutical compositions of the present invention 
comprise a compound of Formula! as an active ingrediem or a pharmaceutically 
acceptable salt thereof, and may also contain a pharmaceutically acceptable earner 
30 and optionally other therapeutic ingredients. The term "pharmaceutically acceptable 
salts" refers to salts prepared from pharmaceutically acceptable non-toxic bases or 
acids including inorganic bases or acids and organic bases or acids. 

The compositions include compositions suitable for oral, rectal, 
topical, parenteral (including subcutaneous, intramuscular, and intravenous), ocular 
35 (ophthalmic), pulmonary (nasal or buccal inhalation), or nasal administration, 
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10 



15 



although the most suitable route in any given case will depend on the nature and 
severity of the conditions being treated and on the nature of the active ingredient. 
They may be conveniently presented in unit dosage form and prepared by any of the 
methods well-knov^'n in the art of pharmacy. . . ' ■ 

I 'In practical use. the compounds of Fprmura 1 can be combined as the 
active ingredient in intimate admixture with a phamiaceutical carrier according to 
conventional pharmaceutical compounding techniques. The carrier may take a wide 
variety of forms depending on the form of preparation desired for administration, e.g., 
oral or parenteral (including intravenous). In preparing the compositions for oral 
dosage form, any of the usual pharmaceuUcal media may be employe|d, such as, for 
example, water, glycols, oils, alcohols, flavoring agents, preservatives, coloring agents 
and the like in the case of oral liquid preparations, such as, for example, suspensions, 
elixirs and solutions; or carriers such as starches, sugars, microcrystalline cellulose, 
diluents, granulating agents, lubricants, binders, disintegrating agents and the like in 
the case of oral solid preparations such as. for example, powders, hard and soft 
capsules and tablets, with the solid oral preparations being prefeired over the liquid 
, "preparations. ' ...... „ , , 

Because of their ease of administration, tablets and capsules represent 
ti^e most advantageous oral dosage unit form in which case sqlid pharmaceutical 

20 carriers are obviously employed. If desired, tablets may be coated by standard 
aqueous or nonaqueous techniques. Such compositions and preparations should 
contain at least 0. 1 percent of active compound. The percentage of active compound 
in these compositions may, of course, be varied and may conveniently be between 
about 2 percent to about 60 percent of the weight of the unit. The amount of active 

25 compound in such therapeutically useful compositions is such that an effective dosage 
will be obtained. The active compounds can also be administered intranasally as, for 
example, liquid drops or spray. 

The tablets, pills, capsules, and the like may also contain a binder such 
as gum tragacanth, acacia, com starch or gelatin; excipients such as dicalcium 
phosphate; a disintegrating agent such as com starch, potato starch, alginic acid; a 
lubricant such as magnesium stearate; and a sweetening agent such as sucrose, lactose 
or saccharin. When a dosage unit form is a capsule, it may contain, in addition to 
materials of the above type, a liquid carrier such as a fatty oil. 

Various other materials may be present as coatings or to modify the 
physical foim of the dosage unit. For instance, tablets may be coated with shellac. 
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sugar or bo*. A syr-p or ehx.r may contain, m addition .0 .he active ingredient, 

Sf crosc as a sweeten.ng .gent, metltyl and propylparabens as peservatives, a dye and 

a Havoring such as cherry or orange flavor. 

Compounds of formula 1 may also be administered paremerally ■ 

; solutions or suspensions of these active compounds can be pr=par«l in water s,«tably 

mixed w,th a surfactant such as hydroxy-propylcellulose. Dispersionscan also be 

prepared ,n glycerol, liquid polyethylene glycols and mixtures thereof m o,ls. Under 

orlary conditions of storage and use. these preparations contain a preservative to 

prevent the growth of microorganisms. , . ■■ 

0 The pharmaceutical forms suitable for injectable use mcludestenle 

'aqueous soluUons or dispetsions and sterile powders for the extemporaneous 
preparation of sterile injectable solutions or dispeWons. In all cases, the form must 
be sterile and must be fluid to the extern ihat easy syringability exists. 1. must be 
stable under the conditions of manufacture and storage and must be preserved agatnst 
,5 the contaminating action of mic,«>rganisms such as bacteria and fung,. The came, 
can be a solvent or dispersion medium containing, for exampfe water, ethanoi, polyol 
(e.g. glycerol. prop^Mc glycol and liquid polyethylene glycol), suitable mtxtures 

thereof, and vegetable oils. 

20 r»mhination Therapv Hn.oQ 
^;;;^ounds of Formula I may be used in combmation with other drugs 
that are used in the treatmentyprevention/suppressidn or amelioration of the diseases 
or condUions for which compounds of Formula ! are useful. Such other drugs may be 
administered, by a route and in an amount commonly used therefor, 

25 contemporaneouslyorsequentiallywithacompoundofFormulal. Whena 

compoundofFonnulaIisusedcontemporaneouslywithoneormoreotherdrugs,a 

phatLaceutical composition containing suph other drugs in addition to the compound 
ofFormulalisprefen^d. Accordingly, the pharmaceutical compositions of the 
present invention include those that also contain one or more other actwe mgredients. 
30 inadditiontoacompoundofFormulal. Exarnples of other active ingredients t^^^^ 
„,ay be combined with a compound of Formula I, either administered separately or m 
the same pharmaceutical compositions, include, but are not limited to: 

(a) insulin sensitizers including (i) PPARy agonists such as the 
glitazones (e.g. troglitazone, pioglitazone. englitazone. MCC-555. BRI^9653 and the 
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like), and compounds disclosed in W097/27857, 97/281 15, 97/28137 and 97/27847; 
(ii) biguanides such as metformin and phenformin; " . 

(b) insulin or insulin niimetics; 

(c) sulfonylureas such as tolbutamide. and glipizide; 
■ (d)a-glucosidaseinhibitors'(suchasacarbbse); '. 

! (e) cholesterol lowering agents such as (i) HMG-CoA reductase 
inhibitors (lovastatin. simvastatin and pravastatin, fluvastatin, atorvastatin, and other 
statms), (ii) sequestrants (cholestyramine, colestipol apd a dialkylaminoalkyi 
derivatives of a cross-linked dextran), (ii) nicotinyl alcohol nicotinic acid or a salt 
thereof, (lii) proliferator-activater receptor a agonists such as fenofibric acid 
derivatives (gemfibrozil, cidf.brate, fenofibrate and benzaf.brate), (iv) inhibitors of 
cholesterol absoiption for example beta-si tosterol and (acyl CoArcholesterol 
acyltransferase) inhibitors for example melihamide, (v) probucol. (vi) vitamin E. and 
(vii) thyromimetics; . . • 

(f) PPAR5 agonists such as those disclosed in W097/28149; 

(g) antiobesity compounds such as fenfluramine, d^xfenfluramine 

" ;' Phentermme, sibutramine, orlistat, orP3 adrenergic! ;eceptor agonists; ' ' ... 

^'^^f^sding behavior modifying agents such as neuropeptide Y .• 
aqtagbnists (e.g. neuropeptide Y5) such as those dis,closed in WO 97/19682 WO • 

20 97/20820, WO 97/20821, WO 97/20822 and WO 97/20823; * 

(i) PPARa agonists such as described in WO 97/36579 by Glaxo; 
(j) PPARy antagonists as described in WO97/10813; 
(k) serotonin reuptake inhibitors such as fluoxetine and sertraline; 
(1) growth hormone secretagogues such as MK-0677; and 
('"^ agents useful in the treatment of male and/or female sexual 
dysfuncUon which include phosphodiesterase V (PDt-V) inhibitors, such as sildenafil 
and IC-351; a2-adrenergic receptor antagonists, such as phentolamine mesylate; and 
dopamine-receptor agonists, such as apomorphine. 

30 Biological A.«;say fi 

A. Binding Assay The membrane binding assay was used to identify compeUtive 
inhibitors of '^I-NDP-alpha-MSH binding to cloned human MCRs expressed in L- or 
CHO- cells. 

Cell lines expressing melanocortin receptors were grown in T-180 
35 flasks containing selective medium of the composition: 1 L Dulbecco's modified 

- 35 - 



PCTAJSOO/14930 

WO 00/74679 ' 



Eagles Medium (DMEM) with 4.5 g L-glucose, 25 AM Hepes, without sodmm 
pyruvate, (Gibco/BRl); 100 ml 10% heat-inactivated fetal bovine serum (Sigma); 10 
ml 10 000 unit/ml penicillin & 10,000 ug/ml streptomycin (GiJ)co/BRl); 10 ml 200 
mU L-glutamme (Gibco/BRl); 1 mg/ml Geneticin (G418) (Gibcp/BRl) The cells , 
5 were grlwn at 37°C with C02 and humidity comfol,,until the desired cell density and 

cell number was obtained. 
' ' The medium was poured off and 10 mls/monolayer of enzyme-free 

dissociation media (Specialty Media Inc.) was added.' The cells were incubated at . 
37°C for 10 minutes or umil cells sloughed off when flask was banged against hand. 
10 The cells were harvested into 200 ml centrifuge tubes and spun at 1000 

rpm,.4° C, for 10 min. The supernatant was discarded and the cells were resuspended 
• • in 5 mls/monolayer membrane preparation buffer having the composition: 10 mM 
■ Tris pH 7.2-7.4; 4 ug/ml Leupeptin (Sigma); 10 uM Phosphoramidon (Boehnnger 
Mannheim); 40 ug/ml Bacitracin (Sigma); 5 ug/ml Aprotinin (Sigma); 10 mM 
15 Pefabloc (Boehnnger Mannheim). The cells were homogenized with motor-dnven 
douncQ (Talboy setting 40), using 10 strokes and the homogenate centrifuged at 6,000 

'i-. .. .., I , 

rpm,4°C, for 15 minutes. i > 

The pellets were j-esuspended in 0.2 mls/monolayer membrane prep 

. bkfer and aliquots were placed in tubes (500-1000 Ul/tube) and quick frozen in liquid 

20 nitrogen and then stored at -80°C. 

Test compounds or unlabeled NDP-a-MSH was added to 100 jiL of 
membrane binding buffer to a final concentration, of 1 jiM. The membrane binding 
buffer had the composition: 50 mM Tris pH 7.2; 2 mM CaC12; 1 mM MgC12; 5 mM 
KCl- 0 2% BSA; 4 ug/ml Leupeptin (SIGMA); 10 uM Phosphoramidon (Boehnnger 
25 Mannheim); 40 ug/ml Bacitracin (SIGMA); 5 ug/ml Aprotinin (SIGMA); and 10 mM 
Pefabloc (Boehnnger Mannheim). One hundred ^1 of membrane bmdmg buffer 
containing 10^0 ug membrane protein was added, followed by 100 nM 125I-NDP-a- 
MSH to final concentration of 100 pM. The resulting mixture was vprtexed bnefly 
and incubated for 90-120 min at room temp while shaking. 
30 The mixture was filtered with Packard Microplate 196 filter apparatus 

using Packard Unifilter 96-well GF/C filter with 0.1% polyethyleneimine (Sigma). 
The filter was washed (5 times with a total of 10 ml per well) with room temperature 
of filter wash having the composition: 50mM Tris-HCl pH 7.2 and 20 mM NaCl. The 
filter was dried, and the bottom sealed and 50 ul of Packard Microscint-20 was added 
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to each well. The top was sealed and the radioactivity quantitated in a Packard 
Topcount Microplate Scintillation counter. 

B. Functional assay Functional cell based assays were developed to discriminate 
melanocortin receptor agonists from antagonists. " . ' 

Cells (for example, CHO- or L-cel Is or other eukaryotic eel Is) 
expressing a human melanocortin receptor (sde e.g. Yang-YK; Ollmann-MM; Wilson- 
BD; Dickinson-C; Yamada-T; Barsh-GS; Gantz-I; Mol-Endocrinol. 1997 Mar; 11(3): 
274-80) were dissociated from tissue culture flasks by rinsing with Ca and Mg free 
phosphate buffered saline (14190-136, Life Technologies, Gaithersburg, MD) and 
detached following 5 minutes incubation at 37°C with enzyme free dissociation buffer 
(S-014-B, Specialty Media, Lavellette, NJ). Cells were collected by centrifugation 
and resuspended in Earle's Balanced Salt Solution (14015-069, Life Technologies, 
Gaithersburg, MD) with additions of 10 mM HEPES pH 7.5, 5 mM MgClj, 1 mM* 
glutamme and I mg/ml bovine serum albumin. Cells were counted and diluted to 1 to 
5 X lO'/ml. The phosphodiesterase inhibitor 3-isobutyl-l-meihylxanthine was added 
to cells to 0.6 mM. ' . . . • ,, . / 

Test' compounds were diluted in dimethylsulfoxide (DMSO) (10"^ to 
10' M) and 0.1 volume of conipound solution was added to 0.9 volumes of cell 
20 suspension; the final DMSO concentratibn was 1%. After room temperature 

incubation for 45 min.. cells were lysed by incubation at 100°C for 5 min. to release 
accumulated cAMP. 
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cAMP was measured in an aliquot of the cell lysate with the 
Amersham (Arlington Heights. IL) cAMP detection assay (RPA556). The amount of 
CAMP production which resulted from an unknown compound was compared to that 
amount of cAMP produced in response to alpha-MSH at 10 tiM which was defined as 
a 100 % agonist. The EC50 is defined as the compound concentration which results 
in half maximal stimulation, when compared to its own maximal level of stimulaUon. 

Antagonist assay: Antagonist activity was defined as the ability of a 
30 compound to block cAMP production in response to alpha-MSH. Solution of test 
compounds and suspension of receptor coiitaining cells were prepared and mixed as 
described above; the mixture was incubated for 15 min., and an EC50 dose 
(approximately 10 nM alpha-MSH) was added to the cells. The assay was terminated 
at 45 min. and cAMP quantitated as above. Percent inhibition was determined by 
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companng the alunt of cAMP produced in the presence to that produced in the 
absence of lest compound. 

r In vivo f""f^ intake models . • ' , 

5 l^ nvpmioht food intake. SpraguePawley rats' are injected 

,ntracerebroventncularly with a test compound in 400 nL of 50% propylene 
glycol/amficial cerebrospinal fluid one hour prior to onset of dark cycle (12 hours). 
Food mtake is detemined using a computerized system in which each rat's food ,s 
placed on a computer monitored balance. Cumulative food intake for 16 hours post 
10 compound administration is measured. ' . . 

■ intake in diet inHn..e.d obese mice. Male C57/B16J mice 

maintained on a high fat diet (60% fat calories) fdr 6.5 months from 4 weeks of age 
are are dosed intr^peritoneally with test compound. Food mtake and body weight are 
measured over an eight day period. Biochemical parameters relating to obesity, 
15 including leptin, insulin, triglyceride, free fatty acid, cholesterol and serum glucose 
levels are determined. ' . , . 

n Rat Ex Cop ula Assay , _ , ^r^r^^ to 

Sexually mature male Caesarian Deri ved Sprague Dawley (CD) rats , 
20 (over 60 days old) are used with the suspensory ligament surgically removed to 
prevent retraction of the penis back into the penile sheath during the ex copula 
evaluations.. Animals receive food and water ad lib and are kept on a normal 
light/dark cycle. Studies are conducted during the light cycle. 

n rnnnitinnirr - ^-r- ^-"^'•^'"^ ^^^^ ^"""^ ™' 

conditioning takes ~ 4 days. Day 1, the animals are placed in a darkened restrainer and 
left for 15 - 30 minutes. Day 2. the animals are restrained in a supine position m the 
restrainer for 15 - 30 minutes. Day 3. the animals are restrained in the supine posmon 
with the penile sheath retracted for 15 - 30 minutes. Day 4, the animals are lestramed 
30 in the supine position with the penile sheath retracted until penile responses are 
observed. Some animals require additional days of conditioning before they are 
completely acclimated to the procedures; non-responders are temoved from further 
evaluation. After any handling or evaluation animals are given a treat to ensure 
positive reinforcement. 



25 
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2) Ex Copula Reflex Tests. • Rats are gently restrained in a supine 
position With their anterior torso placed inside a cylinder pf adequate size to allow for 
nprmal head and paw grooming. For a 400-500 gram rat, the diameter of the Cylinder 
is approximately 8 cm. The lower torso and hind limbs are restrained with a non- 
adhesive material (vetrap). An additional piece of vetrap with-a hole in it, through 
which .the glans penis will be passed, is fastened ovV the anjmal to maintain the" 
preputial sheath in a retracted position. Penile responses will be observed, typically 
termed ex copula genital reflex tests. Typically, a series of penile erections will occur 
spontaneously within a few minutes after sheath retraction, the types of normal 
reflexogenic erectile responses include elongation, engorgement, cup and flip. An 
elongation is classified as an extension of the penile body. Engorgem'ent is a dilation 
. , of the glans penis. A cup is defined as an intense erection where the distal margin of 
• the glans penis momentarily flares' open to form a cup. A flip is a dorsiflexion of the 
penile body. 

■ ^^seline and or vehicle evaluations are conducted to determine how 
and if an animal will respond. Some animals have a long duratiom until the first 

" ■ response whilcothers are non-responders altogether.' Duringthis baseline evaluation. ■ 
lateiicy to first response, number and type of respohses are recorded. The testing time 
^^eis l5 minutes after the fi^st response. . ' . . 

^^^^ ^ minimum of 1 day between evaluations, these same animals are 
administered the test compound at 20 mg/kg and evaluated for penile reflexes. All 
evaluations are videotaped and scored later. Data are collected and analyzed using 
paired 2 tailed t-tests to compared baseline and/ or vehicle evaluations to drug treated 
evaluations for individual animals. Groups of a minimum of 4 animals are utilized to 

25 reduce variability. 

Positive reference controls are included in each study to assure the 
validity of the study. Animals can be dosed by a number of iDutes of administration 
depending on the nature of the study to be perfonned. The routes of administration 
includes intravenous (IV). intraperitoneal (IP), subcutaneous (SC) and intracerebral 
30 ventricular (ICV). 

E. Models of Female Sexual Dysfunction 

Rodent assays relevant to female sexual receptivity include the 
behavioral model of lordosis and direct observations of copulatory activity. There is 

35 also a urethrogenital reflex model in anesthetized spinally transected rats for 
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■ measuring orgasm m both male and female rats. TWase and other established anm,al 
ZIhLL sexual dysfunction ..described. in McKennaKEetal. A^ 
-n,, ,=..n.,inn m Aner.he.i7ed Mai,- And Female Rats Am. )■ 

Phys,ol. (Regulatory ,„tegra,;:;^;;^:Srysiol 30XR1276.R1285, .991; McKenna 

jj,Fenia!eMs,Pham..Bioch,^ 

,.i,,„in. In Female OnlHen Hamsters, Brain Res.. 359: 194-207, 1985. 

10 Pr ,.nara.inn of r nm,wiiind5 of the Inventioii ' . ^ 

The pteparatioi. of compounds of Formula 1 of .he present mvenuon 
may be canied out using sequenlial or convergent synthetic routes. Syntheses 
■■ detailing the pt^paration of the compounds of Formula I in a sequenUal manner are 
presentedinthefollowingreactionschemes. Thei-.ant compounds are gener^ly 
isolated in the form of their pharmaceutically acceptable salts, such as those descnbed 



15 



20 



25 



30 



previqusly hereinabove. , , , , „ ^ ■ „„c 

" ' ' ihe phrase "standard peptide cqupling reaction conditions means 

coupling a carboxyhc acid with an amine using an acid activating agent such .as EDC 
i>CC and BOP in a inert solvent such as dichloromethane in the presence of a catalyst 
such as HOBT. The use of protecting groups for amine and carboxyhc acid to 
facilitate the desired reaction and minimize undesired reactions is well doc-nent«L 
conditions required toremoveprotectmggroups a. foundin standard textbooks such 

as Greene, T, and Wuts, P. G. M., Protective Groupsin Organic Synthesis, John 
Wiley & Sons, Inc., New York, NY. 1991. CBZ and BOC are commonly used 
protecting groups in organic synthesis, and their removal conditions are known to 
those skilled in the art. For example, CBZ may be removed by catalyUc 
hydrogenation with hydrogen in the presence of a noble metal or its oxide such as 
pallalmonactivatedcarboninaproticsolventsuchasethanol. Incaseswhere 
catalytic hydrogenation is contraindicated due to the presence of other potentially 
reactive functionalities, removal of CBZ gn^ups can also be achieved by treatment 
>vithasolution of hydrogen bromide in acetic acid or by treatment withamixture of 

TFA and dimethylsulfide. Removal of BOC protecting groups is earned out m a 
solvent such as methylene chloride, methanol, or ethyl acetate, with a strong acid, 
such as trifluoioacetic acid, hydrochloric acid, or hydrogen chlonde gas. 



35 
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Abbreviations Used'.in the Descrimion of the PrPp nr.ti pn of the rnmp nnnHe nf .u. 
Present Invention: 



BOC (boc) 
BOP 

Bu 
calc. 

CBZ (Cbz) 

c-hex 

c-jjen 

c-pro 

DEAD 

DEA 

DM AP 

DMF 

EDC 

eq. 

ESI-MS 
Et 

EtOAc 
HATU 



HOAt 

HOBt 

HPLC 

LDA 

MC-jcR 

Me 

MP 

Ms 

NMM 

OIC 

Ph 



t-butyloxycarbonyl 

benzotriazol-r.yloxytris(dimethylamino)phbsphbnium 

hexafluorophosphate * . 

butyl 

calculated 
benzyloxycarbony] 
cyclohexyl 
cyclopenty] 

cyclopropy] ' . , 
diethyl azodicarboxylale 
diisopropylethylamine* 
4-dimethylaminopyridine 
N^N-dimethylformamide 

l-(3-dimethy]aminopropyl)3'-ethyicarbodiimideHCl ' 
equivalent(s) . ' 

electron spray ion-mass spectroscopy ' 
ethyl ' 

ethyl acetate 

A^-[(dimethylaniino)-l//«l,2,3-triazoIo[4,5-b] pyridin-l- 
ylmethyleneJ-A^-methylmethanaminium 
hexafluorophosphate N-oxide 

1 -hydroxy-7-azabenzotriazole 

1-hydroxybenzotriazoIe hydrate 

high performance liquid chromatography 

lithium diisopropylamide 

melanocortin receptor (x being a number) 

methyl 

molecular formula 

methanesulfonyl 

N-methylmorpholine 

octahydroindole-2-carboxylic acid 
phenyl 
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Phe 


phenylalanine 


Pr 


propyl 


prep. 


prepared , ' . 


|PyBrop 


bromo-tns-pyil^oiiuino-pnQspnoniuui , 




hexaflubrophosphate ' 


TFA 


trifluoroacetic acid 


THF 


tetrahydrofuran ' 


Tic 


1 ,2,3,4-teirahydroisoquinoline-3-carboxylic acid 


Tic(OH) 


7-hydroxy-l,2,3,4-ietrahydroisoquinoline-3-carboxylic acid 


TLC 


thin-layer chromatography ' • ^ 
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Intermediates of formula 3 nnay be synthesized as illustrated in Scheme 
1 by coupling a protected amino acid of formula 1 (wljere Q is a protecting group) 
with a piperidine derivative of formula 2 under standard peptide coupling conditions. 
The protected amino acid derivatives i are commercially availably or may be prepared 
by literature methods (Williams, R, M., Synihesis of' Optically Active a^Amino Acids,, 
Pergamon Press: Oxford, 1989). Similarly, piperidines of formula 2 are either 
commercially available, known in the literature, or may be prepared following, 
l>terature methods described for analogous compounds. Somfe of these rpethods are 
illustrated in the subsequent schemes. Removal of the protecting group Q (CBZ, 
BOC, etc.) is accomplished using conventional methods. The skills required in 
canring out the reaction and purification of the resulting reaction products are known 
to those in the art. Purification procedures include crystallization and normal-phase or 
reverse-phase chromatography. 
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Scheme 1 



H H 
-N-Q 



•1 




COgH 2) removal of Q 




Compounds of Formula I (R' = H) may be prepared as shown in 
Scheme 2 by coupling intermediates of Formula 3 to protected amino acids of 
Formula 5 (Q = protecting group such as Boc, CBZ, FMOC, etc.) under standard 
peptide-type coupling reaction conditions. Amino acids 5 are either commercially 
available or can be synthesized by known methods such as those described later. 
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H H 




N-H 




coupling and 
removal of Q 



H H O 
I II 

N— C-L— 

(R® = H) 





Compounds of Formula I, wherein R* is other than H, can be prepared 
from a compound of Formula I wherein Re is H as shown in Scheme 3 by reductive 
amination to introduce an alkyl or substituted alkyl group, or by acylation. 
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sulfonylatio^ or Coupling with protected amino acidi. If a protected amino acid is 
used, deprotection has to be carried out to liberate the amine functionality. 



Scheme 3 



R°4-N-C-L-F pT Cy 




X 



Acylation, sulfonylation 
or coupling with 
N-protected amino acids 



H H O ■ 
N 



Reductive 
amination 




H H O 
R'— h-N-C-L- 



I 





Formula I (R^ = R'*) 



X 




Formula I (R® other than H or R ) 

Compounds of Formula I may also be prepared directly by coupling 
acids of formula 5a with intermediate 3 as shown in Scheme 4. 
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SCHEME 4 




Formula I (R® is other than H) 

I 

Compounds of Formula I of the present invention may also be prepared 
in a convergent manner as described in Scheme 5. Amino acid ester intermediate 6.' 
wherein Q' is a small alkyl such as methyl or ethyl or a benzyl or allyl unjt, can be 
synthesized by well documented methods in the literature. Coupling of intermediates 
5b (wherein T is an amino protecting group or non-H Re group) and 6 under standard 
peptide coupling conditions followed by removal of the ester group Q' yields the 
intermediate 7. . 
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Scheme 5 '' • 




coupling and 
removal of Q' 



As shown ih Scheme 6, compounds of Formula 1 are obtained by 
pling intermediates of Formula 7 (T=amino protecting group or a non-H Re group) 
to piperid'ines of formula 2 under standard peptide coupling reaction conditions, 
followed by the removal of the amino protecting group, if necess^. 



cou 



SCHEME 6 ' 



H H O 

R"— |-N-c-L-r 

c=o r^^^ , 

OH 7 " 




H 
I 




Coupling and, if 
necessary, removal 
of amino protecting 
group 



Y' 
, 2 



10 



H H O 
I I II 
R«— l-N-C-L- 



c=o 

I 





Formula I 
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^ . . The compounds of the present invention may also be prepared from a 
variety of substituted natural and unnatural amino acids of formula 8a. 



H ft ■ . 

/ 

• Ri 

•H 

CO2H. 

.8a 

^ . The preparation of many of these acids is described in US Patent No. 

5,206,237, which is incorporated by reference herein in its entirety. The preparation 
of these intermediates in racemic form is accomplished by classical methods familiar 
to those skilled in the an (Williams, R. M. "Synthesis of Optically Active a-Amino 
Acids" Pergamon Press: Oxford, 1989). Several methods exist to resolve (DL)-amino 

1 0 acids. One of the common methods, is to resolve amino or carboxyl protected 

intermediates by crystallization of salts derived from optically active acids or amines. 
Alternatively, the amino group of carboxyl protected intermediates may be coupled to 
optically active acids by using chemistry described earlier. Separation of the 
individual diastereoisomers either by chromatographic techniques or by crystallization 

15 followed by hydrolysis of the chiral amide furnishes resolved amino acids. Similarly, 
amino protected intermediates may be converted to a mixture of chiral 
diastereoisomeric esters and amides. Separation of the mixture using methods 
described above and hydrolysis of the individual diastereoisomers provides (D)- and 
(L)-amino acids. Finally, an enzymatic method to resolve N-acetyl derivatives of 

20 (DL)-amino acids has been reported by Whitesides and coworkers in J. Am. Chem. 
Soc. 1989, HI, 6354-6364. 

When it is desirable to synthesize these intermediates in optically pure 
form, established methods include: (1) asymmetric electrophilic amination of chiral 
enolates (J. Am. Chem. Soc. 1986, i08, 6394-6395, 6395-6397, and 6397-6399), (2) 

25 asymmetric nucleophilic amination of optically active carbonyl derivatives (J. Am. 
Chem. Soc. 1992, 114. 1906; Tetrahedron Lett. 1987, 28. 32), (3) diastereoselective 
alkylation of chiral glycine enolate synthons {J. Am. Chem. Soc. 1991, 113, 9276; J. 
Org. Chem. 1989. 54, 3916), (4) diastereoselective nucleophilic addition to a chiral 
electrophilic glycinate synthon {J. Am. Chem. Soc. 1986, 108, 1103), (5) asymmetric 
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hydrogenation of prochiral dehydroamino acid derivatives {"Asymmetric Synthesis, 
Chirdl Catalysis; Momson, J. D., Ed; Academic Press: Orlando, FL, 1985; Vol 5), 
and (6) enzymatic syntheses (Angew. Chem. Int. Ed. Engl. 1978, 17, 176). 

For example, as illustrated in Scheme 7, alkylation of the eholale of 
diphenylQxazinone 9 (J- Am. Chem, Soc. 1991, US. 9276) with p-irinuoromethoxy- 
benzyl bromide in the presence of sodium bis(trin\ethylsilyl)amide proceeds smoothly 
to afford 10 which is converted into the desired (D)-amino acid U by removing the 
. N-t-butyloxycarbonyl group with trifluoroacetic acid and hydrogenation over a PdCl2 

catalyst. 



SCHEME 7 



Ph 



Ph, 



NaN(TMS)2 



t-Boc 



N 




p-OCFa-benzyl 
bromide , 




.OCR, 



1) TFA 

2) PdCl2/H2 



F3CO 




CO2H 
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Piperidines of Formula 2 may be prepared according to the methods 
described below. These piperidines can be further elaborated to melanocortin 
15 receptor compounds of the present invention using chemistry that is detailed in 
Schemes 1-7 above. 
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SCHEME 8. 




H 

Hydrogenation 




i'O 



4-Substituted piperidines of formula 13 can be prepared by the 
reduction of pyridine derivatives or their salts by hydrogenation in a suitable solvept 
. such as water, acetic acid, alcohol, e.g. ethanol, or their mixture, in the presence of a 
_ noble metal catalyst such as* plaliniim or an oxide thereof on a support such as 
activated carbon, and conveniently at room temperaturfe and atmospheric pressure or 
under elevated temperature and pressure. 4-Monosubstituted piperidines can also be 
prepared by modification of the X or Y moiety of the existing 4-mt)nosubstituted 
•''piperidines*. ■ . *...... .. n* . . 



SCHEME 9 



15 



20 




Protection 




Base/ 



activated Y- 




removal of 




Illustrated in Scheme 9 is a general way to prepare di-substituted 
piperidines. Compounds of Formula 13 wherein X is an electron-withdrawing group 
such as -CN, -C02R^ where is alkyl, aryl, and (Ci-C4alkyl)aryl are known 

compounds or may be prepared by methods analogous to those used ifor the 
preparation of such known compounds. The secondary amine of compounds of 
Formula 13 may be first protected by a protecting group Q such as BOC and CBZ 
using the conventional techniques. Introduction of the Y substitution can be achieved 
by first reacting compounds of Formula 14 with a strong base such as lithium 
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10 



15 



bisdriraethyisilyDamide, lithium diisopropylamide following by addition of alkylating 
or acylating reagents such as alkyl halides. aryl alkyl halides, acyl halides, and 
haloformates in a inert solvent such as THF at temperatures from -100° to room 
temperature. The halides used in these reactions are either commercially available or 
known compounds in the literature ,or may be prepared by methods analogous to those 
used for the preparation of known compounds. The protecting group Q in compounds 
of formula 15 may be removed with conventional chemistry to give -compounds of 
Formula 2. 

A second synthesis of piperidines of formula 2, wherein X = COzEt, 
involves alkylation of ethyl arylacetate 16 with a protected bis(chloroethyl)amine 17 
O.Pharm'Sci . 1972, 61, pp 1316-1317) to afford piperidines of formula 18. This 
reaction requires two equivalents of a strong base' such as sodium hydride or lithium 
diisopropylamide.and is carried conveniently in aprotic solvents such as THF. The Q 
protecting group can be removed and elaborated to ester-based melanocortin receptor 
agonists of the present invention. Alternatively, the ester group can be hydrolyzed to 
acid 19 and converted to amides of formula 20 by standard chemical methods (see 
Scheme 10). , . ' 



SCHEME 10 



20 



CI- 



Q 

1 



17 CI 



O 
16 



amide formation 
and removal of Q P^^'' 





hydrolysis^ 
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As illustrated in Scheme 1 1; intermefiiates such as 18 and 20 can be 
hydrogenated with Pt/C or Rh/alumina as catalysts in solvents such as methanol, 
ethanol or acetic acid to afford cycloKexyl derivatives 21 and 22. High pressures are 
often required to carry out this hydrqgenation reactiOT, The Q protecting group can be 

removeid by standard methods as discussed above. ' ' 

. » . I ••• 

SCHEME 11 



'!(>• 



15 




H2/catalyst 



18:X=C02Et 
19:X=CON(R'')2 




21:X=C02Et 
22: X=C0N(R'*)2 



' ' The X and Y functionalities in compounds of general structure 18 and 
21 nnay be further elaborated to provide groups not accessible by direct alkylation as. 
illustrated in Scheme 12. For example, in compound 21 the carboxylic acid can be • 
converted into its next higher homologue, or to a derivative of the homobgous acid, 
such as amide or ester by an Amdt-Eistert reaction. Alternatively, the ester can be 
directly homologated by the protocol using ynolate anions described by C. J. 
Kowalski and R. E. Reddy in J. Ore. Chem.. 57, 7194-7208 (1992). These methods 
may be repeated to provide an X substituent of the desired alkylene chain length. The 
protecting group Q may be removed through conventional chemistry. 
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SCHEME 12 ^ 




COgEt 



1) ester hydroys.is 

2) Arndt Eistert reactibn 




CH2?r2, base 




CH2COOCH3 



• ■■ ' ' ' As illustrated' in Scheme 13, the ester functionality in compounds sucli 

5 as 2i can be reduced to alcohol 25 with the reagents such as DIBALH or lithiMm • ' 

aluminum hydride in solvents such THF or diethyl ether. Me&ylation of the alcohol 

affords 26 which can be reacted further with anions of heterocycles such as triazole, 

imidazole, tetrazole to afford heterocyclic piperidines 27 (P = heterocycle). 

Piperidines of formula 27 where P is a heterocycle can also be prepared directly from 

10 alcohol 25 via a Mitsunobu reaction. 

Displacement of the mesylate 26 with sodium cyanide or sodium azide 

affords'piperidine wherein P is CN or N3, respectively. In compounds of formula 27 

where P is N3, the azido functionality can be reducecl to an amino group with the use 

of triphenylphosphine in THF-water or Pd/C-mediated hydrogenation. The amine 

1 5 functionality may be converted to amides, sulfonamides, ureas, etc. by standard 

chemical methods. The protecting group Q can be removed and elaborated to 

compounds of the present invention using chemistry described in Schemes 1-8. 
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SCHEME 13 



Q Q 




• ■■• . . .N3.ptc.) ...,,„ 

5 As illustrated in Scheme 14 compounds in which an oxygen atom is 

directly attached to the piperidine ring may be conveniently prepared by addition of an 
activated forfti of an alkyl, aryl, alkylaryl group, such as lithium reagent, Grignard 
reagents, and the like with a ketone 28, which is commercially available. The 
resulting hydroxy group may be further derivatized by acylation, sulfonylation, 

10 alkylation, and the like using conventional chemistry. Removal of the Q protecting 
group may be carried out under the usual conditions to give compounds of general 
formula 31. 
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SCHEME 14 ' 




)P orY^ 1.R^C(0)-L 




2. deprotection 
HO'^Y(orX) R^'^/O'' '■Y(orX) 




29 



O 31 



L is leaving group, e.g., CI 



As illustrated in Scheme 15,. compounds where a.nitrogen atom is 
5 directly attached to the piperidine ring may be conveniently prepared via the Cuitius 
rearrangement. For example, acid 25 is converted to the corresponding acyi azide, 
which is refluxed in an organic solvent to afford the isocyanate 32. Addition of 
amines or alcohols to the isocyanate gives ureas or carbamates, respectively. 
Hydrolysis of the isocyanate provides amine 33, which may be further derivatized by 

10 acylation, sulfonylatio'n, alkylation, and the like through conventional chemistry. 
. Removal of the protecting group Q may be accomplished as described previously. ^ 
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^ Compounds of the general formula 2 in which X and Y are not 

identical are generally obtained as a racemic mixture. Resolution of the two 
enantiomers can be conveniently achieved by classical crystallization methods by 
using a chiral acid such as L- or D-tartaric acid, (+) or (-)-lO-camphoreuIfonic acid i 
a suitable solvent such as acetone, water, alcohol, ether, acetate or their mixture. 

10 Alternatively, a racemic amine 2 can be reacted with a chiral auxiliary such as (R)- c 
(S)-O-acetylmandelic acid followed by chromatographic separation of the two 
diastereoisomers, and removal of the chiral auxiliary by hydrolysis. Alternatively 
asymmetric alkylation can also be utilized for the synthesis of an optically active 
intermediate by introducing a removable chiral auxiliary in X or in place of L with 

15 subsequent chromatographic separation of diastereoisomers. 
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Piperidines 2 containing a sulfide substituent may be converted to the 
corresponding sulfoxide or sulfone using oxidizing.agents'such as sodium periodate, 
m^chloroperbenzoic acid or Oxone in a solvent such as dichloromethane, alcohol, 

water or a mixture thereof . ' i. . , ■ , 

I • Protected amino acids of formula 5; wherein Lis a suitable protecting 

group such as Boc or CBZ, can by conveniently synthesized by methods well 
documented in the literature. 




10 For example, as shown in Scheme 16. a substituted phenylalanine 

. . .V. derivative 35 can be treated with aqueous formaldehyde in concentrated hydrochloric 
acid to afford, after protection of the amino furictiohality in a second step by well- , 
documented methods, the tetrahydroisoquinoline compound 32. This reaction can 
also be effected with heterocyclic amino acids such as 2- and 3-thienyl alanine. Smce 
15 the above chemistry works generally with retention of stereochemistry, D- and L- 
acids of general formula 5 can be prepared from D- and L- amino acids, respectively. 

SCHEME 16 



20 




35 



cone. HCI 



2. Protection of 36 
amine functionality 



As shown in Scheme 17, a second method to prepare compounds of 
formula 5 includes alkylation of a dihalide (L = Br, CI. 1) of formula 37 with 
dimethylacetamidomalonate in the presence of a strong base such as NaH in DMF to 
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afford alkylated material of formula 38. Treatment qf esters of fonnula 38 with alkali 
leads to formation of the corresponding mono carboxylic acid which can be treated 
with refluxing hydrochloric to affect hydrolysis of the acetamide derivative to provide 
amino agid of foimula 39. Once again, standard protection of the amino functionality 
provides intermediates of formula 40. ' 

I 

SCHEME 17 



10 



15 




40 



I.Base, 



MeO-C 



O COzMe 
II ^ 



MeOOC;^NHAc. 
COOM^ 




38 

1. NaOH.(aq.) 

2. aq. HCI, heat 




amine n ^ 

protection HO— C 




39 



Saturated amino side chains of formula 41 can be prepared by 
hydrogenating compounds of formula 40 in the presence of rhodium or platinum 
catalysts. For example, following the method of Omstein and coworkers (Omstein, P. 
L.; Arnold, M. B.; Augenstein, N. K.; Paschal, J. W. J. Org. Chem. 1991, 56, 4388), 
compound 40 can be hydrogenated in the presence of 5% Rh on alumina to give 
compound 41- Individual diastereoisomers of 41 can be resolved via classical 
resolution methods. 
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One of the methods for preparing amino side chains of formula 5, 
..herein L = CH2, .s to carry out a homologation reaction of side chains such as 
40 (see Scheme 1 8). This is earned out cohveniently by the Amdt-Eisten reaction 
wh,ch proceeds with retention of stereochemistry. Other methods involve require 
reduction of the acid or its ester derivative to an alcohol, conversion of the alcohol 
, to a leavine group such as , mesylate or halide, displacement of it with cyamde 
' anion and hydrolysis of the nitrile to the carboxylic acid by well documented 
literature methods. 

$CHEME 18 / . . 



0 H 




Arndt-Eistert 
chemistry 




42 



15 



20 



Side chains such as 44 can be prepared by a one carbon 
homologation reaction of isoquinoline carboxylic apid of formula 43 as descnbed 
above Partial reduction of the pyrido portion of 43 (Scheme 19) wUh a 
hydrogenation catalyst such as platinum oxide or Pt/C in an alcoholic soW«.t 
affords tetrahydro.soquinoline 44- Protection of the amino functionality affords 
side chains that can used to prepare compounds of Formula I. 
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HO-^CHg 




43 



SCHEME 19 



1) Reduction 

2) Introduce Q as 
amino protecting 
group 




It is understood that in some cases the order of carr>'ing out the 
5 .foregoing reaction schemes may be varied to facilitate the reaction or to avoid 
unwanted reaction products. 



PREPARATIONOF INTERMEDIATES 

Compounds of the present invention may be prepared using 
commercially available starting materials, or intermediates that are synthesized from 
commercially available materials by methods well known to one skilled in the art 
The following section provides illustrative procedures for preparing intenr,ediates " 
useful m the preparation of present compounds; it will, be appreciated that the choice 
of reagents, choice of solvents, reaction conditions and the like may be varied and the 
selection of such variables is within the skills of one of ordinary skill in the art 
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INTERMEDIATE 1: 4.4-DTSTTRSTmJTF.D PTPFRrr>TMCg 

Intermediate lafi)- Ethyl 4-cyclohexyl-4-piperidinecarboxylate 

Ethyl 4-phenyl-4-piperidinecarboxylate HCl (Aldrich. 3.56 g. 13.2 
mmol) was dissolved in a mixture of 10 mL concentrated HCl and 40 mL of 
methanol. P]atinum(IV) oxide (0.60 g. 2.64 mmol) was added slowly in a 
hydrogenation vehicle. The bottle was placed on a shaker and the mixture was shaken 
for 4 days under hydrogen (45 psi) at room temperature. The catalyst was removed by 
filtration and solid was washed with methanol (3 x 20 mL). The volatiles were 
removed to provide the desired title compound (3.44 g). 

Intermediate la(ii) : Ethyl 4-(4-tetrahydropyranyl)-4-p,peridmecarboxylate HCl 
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Step A - . Eth^l i-BOC-4-(4-hydroxy-4-ielrahydropyranyl)-4-piperidinecarboxylate 

To a solution of ethyl N-Boc- 4-piperidinecai:boxylate (2.57 gm; 10.0 
mmol)inl00mLofdryTHFwasadded6.0mL(2.0M) ofLDAat-78°C. The 
mixture was stirred at -78°C for half hour, and then a solution of tetrahydro-4H-pyran- 

5 4-one (^ 0 gm; 20.0 mmol) in 5.0 m^ dry THF was added thereto. The resultant , 
mixture was stirred at -78°C for two hours and theri warmed up to rooni temperature 
and kept for overnight. Saturated ammonium chloride (200 mL) was added and the 
aqueous layer was extracted with ethyl acetate (3 X 150 mL). The organic layer was 
washed with brine and dried over magnesium sulfate, filtered and then concentrated 

10 The crude product was purified by flash chromatography (hexane/ethyl acetate 2 : 1) 
to give 1.47 gm of the desired product. 

SieoB- Ethyl 4-(5,6-dihydro-2H-4:pyranyl)-4-piperidinecarboxylate 

Methanesulfonic acid (1.48 gm; 15.4 mmol) was add to the alcohol of 
15 Step A (1 07 gm; 2.99 mmol) in THF at 0°C. The reaction mixture was then warmed 
to 60 X and stirred overnight. Water was added and IN NaOH was added until . ^ 
mixture turr^ed to basic?: The aqueous laye^ was extracted with ethyl acetate (3 X 100 
mL) The organic layer was washed with brine and then dried over magnesium 

' sulfate, filtered and then concentrated to give 0.47 gm of the title compound. 

StepC - ■ Ethyl 4-(4-teirahydropyranyl)-4-piperidinecarboxylateHCl 

, To a suspension of platinum oxide (0.24 gm; 0.87 mmol) in ethanol 
(40 mL) and cone HQ (10 mL) was added the compound from Step B (0.41 gm; 1.71 
mmol) The reaction mixture was purged with hydrogen and then shaken under a 
25 hydrogen atmosphere (50 psi) for 20 hours. The mixture was purged with mtrogen 
and filtered through celite and washed with EtOH and concentrated to give the title 
compound (0.36 gm) as a white solid. 

w.n.e.d,ate la(iii): Ethyl 4-(n-butyl)-4-piperidinecarboxylate trifluoroacetate salt 
30 To a solution of ethyl N-Boc-4-piperidinecarboxylate (2.3g, 9mmol) m 

THF (60mL) at -78-C was added LDA (2.0M in heptaneTTHF/ethylbenzene) (5.1mL, 
9 9 mmol). The solution was stirred at -78'C for 45min. n-Butyliodide (1.53mL, 
13 5mmol) was added dropwise and the reaction allowed to warm to rt over Ihr. 
Volatiles were removed in vacuo and the residue partitioned between EtOAc (150mL) 
35 and water (150mL). The organic phase was washed with 0.5M HCl. saturated aqueous 
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NaHCO., and brine, dried over Na2S04 and concei^trated. Chromatography over sihca 
eluting with 1:9 EtOAc/hexane afforded the N-BQC protected title compound as a 
clear colourless oil (1 .93g, 6.1 5mmol, 68%). 

A solution of the protected title compound (i .4g, 4.5mmol) in CH,C1, 
(160i4iL) and TFA (40mL) was stirred at rt for .Ihr. Volatiles were removed vacuo 
to afford the title compound as a clear colouriess gum (1 .46g, 4.5mmol. quant ) ESI- 
MS calcd for C17H31NO4: 313; found 256 (M-'Bu). 

Intermediate lb(i) : l-Boc-4-cyclohexyl-4-piperidinemethanol 

To a stirred suspension of lithium aluminium hydride (3g, SOmmol) in 
THF (lOOmL) at O'C was added a solution of ethyl 4-cyclohexyl-4-piperidine- ' 
carboxylate (4.8g, 20mmol) in THF (200mL). The reaction mixture was allowed to 
warm to rt, stirred for a funher 90 hours, then recooled to O'C and quenched with 
saturated aqueous NH4CI. The resultant grey emulsibn was diluted with 3-10-87 
Et3N/MeOH/EtOAc (500mL) and filtered through a short pad of celite, rinsing with 
EtOAc (250mL). The filtrate was washed with brine, dried over Na2Sp4 and 
evapbrated in vacuo to afford a white solid. NMft analysis of the crude product ' * ' 
showed it to be a mixture of aldehyde and alcohol (1.5: 1). 

The crude product was dissolved in 1 :9 EtsN/MeOH (150mL). DUert- 
butyldicarbonate (6,5g, SOmmol) was added and the solution stirred at rt for 4hr. 
Volatiles were removed in vacuo, the residue was dissolved in EtOAc (200mL) 
washed successively with saturated aqueous NaHC03, water and brine, dried over 
Na2S04 and concentrated to afford a clear colouriess oil. Crude chromatography 
through silica eluting with 1:1 EtOAc/hexane afforded a mixture of BOC-protected 
25 aldehyde and alcohol (1.5:1) as a clear colourless oil. 

To a solution of this mixture in Me'OH (200mL) at O'C was added 
NaBH4 (378mg. lOmmol). The reaction was stirred at O'C for 30min. Solvent was 
removed in vacuo smd the residue partitioned between saturated aqueous NH4CI 
(200mL) and EtOAc (200mL). The aqueous phase was extracted with EtOAc 
(200mL). The combined organic phases were washed with water and brine, dried over 
Na2S04 and evaporated to afford the title alcohol as a white solid (4.97g, 16.7mmol 
84%). ESI-MS calcd for C17H31NO3: 297; found .297 (M). 

Intermediate Ih(ii): l:Boc-4-phenyl-4-piperidinemethanol 
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To a stirred solution of N-Boc-4-pHonyl-4-piperidinecarboxylic acid 
(4 6g ISmmol) in THF (200mL) at O'C was added boraiie-dimethyl sulfide complex 
(lOM in THF) (6mL, 60minol). The reaction mixture w.as.al)owed to warm to rt and 
stirred for 3hr before recooling to O'C. ,H,0, (30%-aqueous),(2bmL) followed by IM , 
. 5 NaOH (80mL) were added dropWise and the resultant solution stirred for 10mm at 
0°C dnd then for a further 30min at rt. The reaction mixtur^ was poured mto EtOAc 
' (500mL), washed successively with water, saturated aqueous NH4CL saturated 
aqueous NaHCO, and brine, dried over Na2S04 and evaporated to afford a clear 

. colourless oil. Chromatography over silica eluting with 2:3 EtOAc/hexane furnished 
10 the title compound as a clear colourless gum (3.3g, 1 1.3mmol, 76%). ESI.MS calcd 
for C17H25NO3: 291; found 291 (M). 

I 

Intermediate Ic : l-Boc-4-(azidomethyl)-4-cyclohexylpiperidine 

An oven dried, 50-mL, three-necked, round-bottomed flask was purged 
15 under nitrogen and then charged with Intermediate lb(i) (0.400 ^, 1.35 mmol), 20 mL 
of methylene chloride, ZnN, • 2 pyridine (0.828 g, 2.69 mmol), triphenylphosphme 
" ■ ' (1 42 g 5 40 mmol). and imidazole (0.368 g, ^.4Q mmol). The resulting mixture was 
then cooled at 0 X in an ice-vyater bath and then DEAD (0.85 mL, 5.40 mmol) was, 
\dded dropwise via syringe. The mixture was stirred at 0 °C for 5 min, wanned to 
20 room temperature, and stiired for 23 h. The resulting cloudy mixture was transferred 
to a 100-mL round-bottomed flask, concentrated, and then purified by column 
chromatography (1:4 ethyl acetate-hexane) to give the title compound (0.169 g) as a 
clear oil. 
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Intermediate Id : l-Boc-4-cyclohexyl-4-[(methanesulfonyloxy)methyl]piperidine 

To a solution of Intermediate lb(i) (4.97g, 16.7mmol) and EtaN 
(4 7mL, 33.4mmol) in CH^Clz at O'C was added methanesulfonyl chloride (2.6mL, 
33 4mmol). The resultant pale yellow solution was allowed to warm to rt and stirred 
for a further 45min. Volatiles were removed in vacuo and the residue partitioned 
between water (ISOmL) and EtOAc (150mL). The aqueous phase was extracted with 
EtOAc (150mL) and the combined organic layers washed with brine, dried over 
Na^SO* and concentrated to afford the title compound as an off-white sohd. 

Inteffliediateje: 4-cyclohexyl-4-(isopropylthiomethyl)piperidine trifluoroacetate 
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, * T6 a stirred solution of Intermediate Id (4mmol) in DMF (25mL) at rt 
was added sodium 2-methyl,2-propanethiolate (2g. 20mmol). The resultant 
suspension was stirred at rt for 18hr then poured into water (75mL) and extracted with 
EtOAc (2x75mL). The combined organic extracts were washed with brine, dried over 
5 Na2S04 and concentrated. Chromatography over silica eluting with 5:95 

EtOAc/hexane furnished the N-protected product as a clear colourless oil. The N- 
Boc-protected sulfide was dissolved in CHsClj (120mL) and TFA (30mL) was added. 
The resultant solution was stiired at rt for 1 hr. Volatiles were removed in vacuo to 
furnish the title. compound as a clear colourless gum (1.34g, 3.8mmol). ESI-MS calcd 
10 for C15H29NS: 255; found 297 (M+H+MeCN). 

Intemiediate If : 4-cyclohexyl-4-r(1.2.4-tnazoI-l-yl)methyl]piperidine 
trifluoroacetate 

To a solution of Intermediate Id (12mmol) in DMF (75mL) was added 
the sodium salt of 1.2,4-triazole (5.5g, 60mmol). The resultant suspension was heated 
at 100-1 10-C for 40hr. Af^er cooling the reaction mixture was poured into water 
(200mL).and extracted with EtOAc (2x200mL). The combined extracts were washed • 
with bnne, dned.oVer Na2S04 and evaporated to afford a clear colorless oil. 
Chromatography through silica.eluting with 2:3 hexanes/EtOAc furnished the BOC- 
protected amine as a clear colourless oil. The protected compound was dissolved in ' 
CH2CI2 (180mL) and TFA (45mL) was added, the resultant solution was stirred at rt 
for Ihr. Volatiles were removed in vacuo to fiimish the title compound as a white 
foam (3.35g, 9.6mmol). ESI-MS calcd for C14H24N4: 248; found 249 (M+H). 

25 Intermediate Ig : 4-cyclohexyl-4-(methoxymethyl)piperidineHCl 

To a solution of Intermediate Id (1.51 gm; 5.07 mmol) in 50 mL of 
dimethylfonnamide was added 0.51 gm (12.8 mmol; 60% in mineral oil) of NaH 
slowly at O^C. After stirred in ice bath for half hour the mixture was allowed to 
warmed up to room temperature and 0.91 gm (6.41 mmol) of iodomethane was added 

30 and stin-ed overnight at room temperature. Water (100 mL) was added and the 

aqueous layer was extracted with ethyl acetate (3 X 100 mL). The organic layer was 
washed with IN HCl and saturated aqueous sodium bicarbonate solution and brine 
and then dried over magnesium sulfate, filtered and then concentrated. The crude 
product was purified by flash chromatography (hexane/ethyl acetate 4 : 1) to give the 

35 Boc-protected ether (1.37 gm). 
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' The product was dissolved in ethyl acetate and treated with 5.0 mL of 
4.0M HCl in dioxane. The volatiles were removed and provide 0.84 gm of the desired 
title compound as a colorless solid. 

5 Intermediate Ih : N-methyl-4rCyclohexyl-4-piperidinecafboxamide 

To a solution of l.Boc-4-cyclohexyl-4-piperidinecarboxylic acid 
(0 934 °m- 3 00 mmol) in 50 itiL of dichloromethahe was added 6.0 mL (12.0 mmol; 
2 N in ^HF) of methylamine, 0.449 gm (3.30 mmol) of HOAt, 1.25 gm (3.30 mmol) 
of HATU. and stirred at room temperature for 18h. The reaction mixture was diluted 
10 with dichloromethane and washed with IN HCl and saturated aqueous sodium 
' bicarbonate solution and brine. The organic layer was dned over MgS04 and 
evaporated to give an intermediate that was chrdmatographed on silica gel using 
hexane-ethyl acetate (2:1) as the eluent to give the coupled product. 

The product above was dissolved ,n 2.0 mL of ethyl acetate and treated 
15 with 5.0 mL of 4.0M HCl in dioxane. The volatiles were removed and provide 616.6 
mg of the desired title compound, , , . . , 

Intermediate li: ' ' N-methyl-N-[(l-B6c-4-cyclohexyl-4-piperidyl)methyll- 

• methanesulfotiamide ' 
20 Step A : i.Boc-4-cyclohexyl-4-(aminomethyl)piperidine 

A 25-mL, round-bottomed flask was charged with Intermediate Ic 
(0 759 g 0 803 mmol), 8 mL of THF, and triphenylphosphine (0.32 g, 0.884 mmol). 
Th"e mixture was stirred at room temperature for 3,5 h and then 0.10 mL of water was 
added The resulting reaction mixture was stirred at room temperature for 66 h, and 
25 then diluted with ethyl acetate and water. The layers were separated, and the organic 
phase was washed with water and saturated sodium chloride solution, dned over 
potassium carbonate, filtered and concentrated. The crude product was punfied by 
column chromatography (gradient elution: 1:4 ethyl acetate-hexane. 9:1 ethyl acetate- 
methanol. and then 100% methanol) to give the free amine (0.063 g) as a clear oil. 

30 

StepB : N-[(l-Boc-4-cyclohexyl-4-piperidyl)methyl]methanesulfonamide 

A 15-mL round-bottomed flask was purged with nitrogen and then 
charged with the amine from Step A (0.063 g, 0.213 mmol), 1.7 mL of methylene 
chloride, and triethylamine (0.045 mL, 0.320 mmol). The reaction mixture was 
35 cooled at 0 °C in an ice-water bath and then methanesulfonyl chlonde (0.018 mL. 

-64- 



wo 00/74679 



PCTAJSOO/14930 



, 0.23 mmol) was added dropwise via syringe. Th^ resulting mixture was stirred at 0 
°G for 50 min, wanned to room temperature, and stirred for 16.5 h. The reaction 
mixture was then diluted with methylene chloride and washed with two portions of 1 
N HCl solution, saturated sodium JjicaVbonate solption, water, and saturated sodium 
, 5 chlo^de solution, dned over sodium sulfate, filtered, artd concentrated. The crude 

product was purif.ed by column chromatography '(1:1 methylene chloride-acetone) to 
' give the desired product (0.074 g) as a \yhite solid. 

Ste^C: N-methyl-N-[(l-Boc-4-cyclohexyl-4-piperidyl)methyl]methane ' 

sulfonamide 

A 10-mL, round-bottomed flask was purged with nilrogen and then 
charged with a 60% sodium hydride dispersion in mineral oil (0.005 g 0 P5 mmOl) 
, and the flask was cooled 'at 0 °C in an ice-water bath. A solution of the sulfonamide' 
from Step B (0.040 g, 0.107 mmol) in 0.8 mL of dimethylformamide was then added 
15 dropwise via syringe. The resulting mixture was stirred at 0 °C for 17 min, wanned to 

room temperature, and stined for 10 min. The resulting thick n^ixture was then 
■ charged With ir^ethyl iodide (0.033 mL, 0.535 mAol), and the clear mixture was thfeh 
stin^d at room temperature for 5 days. The /eaction mixture was then diluted with 
\ ethyl acetate and washed with two portions of 1 N HCl solution, saturated sodium ' 
20 bicarbonate solution, water, and saturated sodium chloride solution, di^ed over 
sodium sulfate, filtered, and concentrated to give the title compound (0.030 g) as a 
light yellow oil. 



25 



30 



35 



Intennediate lj(i) : 4-phenyl-4-(acetylamino)piperidine HCl salt 

Concentrated sulfuric acid (9.25 mL. 174 mmol) was slowly added to a 
stined solution of l-CBZ.4-hydroxy-4-phenylpiperidine (2.52 gm. 8.09 mmol) in 
acetonitrile (12 mL) at 20' while maintaining reaction temperature at 25--30-C using 
an ice / water bath. Addition was complete after 20 min.and the reaction mixture was 
wanned to r.t., and stined at r.t. for 1.5 hours. The reaction mixture was then poured 
into 100 mL ice and neutralized with 5N NaOH (70 mL) and extracted with ethyl 
acetate (3X, 35 mL). The combined organic layers were washed with brine (50 mL) 
dned over MgS04, filtered and concentrated in vacuo to provide 2.5 g (88%) of the ' 
N-CBZ protected title compound as a clear, coloriess oil. 

To a stined solution of the N-CBZ protected title compound (1 0 gm) 
in methanol (15 mL) was added cone. HCl (0.3 mL) and Pd(0H)2/C (0.2 gm). The 
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mixture w^s stitrea vigorously under an atmosphere for 2 hr. The reaction mixture 
was filtered through cel'ite and the solvent removed in vacuo to provide 0.85 gm of 
the white solid. ESI-MS calc. for C13H17NO: 203; Found 204 (M+H). 

5 Intermediate li(ii): l.CBZ-4-phen.yl-4-[(N-methyI)acetylamino]piperidine HCl 
To a stirred solution of the N-CB^ protected Intermediate lj(i) (0.59 
gm, 1 .80 mmol) in tetrahydrofuran (5 mL) at O'C was added sodium hydride (86.5 
mg, 3.61 mmol) and the mixture stirred 30 min. lodomethane (512 mg, 3.61 mmol) 
wai added via .syringe and the reaction mixture allowed to warm to r.t. while stirring 

10 . was continued an additional 2 hr. The mixture was concentrated and partitioned 
between ethyl acetate and 2N HCl. The. organic layer was washed with brine, dried 
over MgS04, filtered and concentrated in vacud to afford 413 mg of the the title 
compound as a clear colorless oil. ESI-MS calc. for C22H32N2O3: 366; Found 367 

(M+H). 

15 ' 

Tntprmediate li(iii): 4-cyclohexyl-4-(acetylamino)piperidine HCl ^ . 

To a3tirred solution of Intermediate lj(i) (2.0 gm, 7.85 mmol) in acetic 
acid (50 mL) was' suspended PtOrC (1.0 gm). The reaction mixture was stirred under 
' H2 atmosphere at 65X for 3 hr, filtered through' celite, concentrated, and taken up, m 
20 minimum amount of methanol. Saturated HCl-EtOAc was added and the mixture. was 
stirred- solvent was removed in vacuo to provide 2.25 gm of the title compound as 
colorless viscous oil. ESI-MS calc. for C13H25CIN2O: 260; Found 261(M+H). 

Intermediate li(iv): 4-(3-phenylpropyl)-4-(acetylamino)piperidme HCl 
25 The title compound was prepared in a similar manner as Intermediate 

lj(i). ESI-MS calculated for Ci6H23NO:245; Found 245 (M+H), 263 (M+H+NH4). 

Intermediate li(v): 4-(cyclohexylmethyl)-4-(acetylamino)piperidine HCl 

The title compound \yas prepared in a similar manner as Intermediate 
30 Ij(iii). ESI-MS: 239 (M+H) 



Tnmmiediate li(vi): 4-cyclohexyl-4-l(N-methyl)acetylamino]piperidine HCl 
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The title compound was prepared ifi^a similar manner as Intermediate 
Ij(iii). ESI-MS: 239 (M+H) 

Intermediate Ik: ethyl 4-cycloheptyl-4-piperidinecarbbxylate trinuoroacetate 
• 5 Stegi^: ■ ethyl I-B6c-4-(I-hydroxycycloheptyl)-4-piperidinecarboxyIate 
; To a solution of ethyl N-Boc 4-piperidinecarboxylaie (2 g, 7.78 

' mmole) in tetrahydrofuran (40 ml) was added LX>A (5.7 ml, 1 .5 M solution in 

cyclohexane, 8.56 mmole) under nitrogen at -78 °e.. The mixture was stiired for half 
an hour, Cycloheptanone ( 1 .01 ml, 8.56 mmole) was added. Then the reaction 
10 mixture was stirred at -78 X for 3 hours and slo^yly warmed up to .room temperature. 
The mixture was diluted with ethyl acetate (20 ml) and quenched by 6% aqueous 
acetic acid (30 ml). The organic layer was separated and the aqueous phase was 
, extracted with ethyl acetate. The'combined organic extract was washed with water, 
dried over MgS04 and concentrated to give a yellow oil (3.2 g), which was puiified by 
15 column chromatography ( hexane:ethyl acetate = 4:1) to give colorless oil (2.0 g) of 
the title compound. ESI-MS calc. for C20H35NO5: 369; Found! 370 (M+H), 411 
(M+CHsCN).' „ ' , . ' . ' 

( I ■ 

\Ste£B: ethyl 4-cycloheptenyl-4-piperidin,ecarboxy]ate trifluoroacetate 

20 A mixture of the product of Step A (0.5 g, 1 .35 mmole)' and 

trifluoroacetic acid (5 ml) was heated at 60 °C overnight. The reaction mixture was 
concentrated to give a yellow oil (0.51 g). ESI-MS calc. for C15H25NO2: 251; 
Found: 252(M+H), 293 (M+CH3CN). ' 

25 SteEJC: ethyl 4-cycloheptyl-4-piperidinecarboxylate trifluoroacetate 

to a solution of ihe product of Step B (0.45 g) in THF was added Pd-C 
(0.3 g). The mixture was hydrogenated at 55 psi for two days. The catalyst was 
filtered off and the solvent was removed in vacuo to provide an oil (0.45 g). ESI-MS 
calc. for C15H27NO2: 253; Found: 254(M+H), 295 (M+CH3CN). 



30 



Intermediate 2: 1-f substitu ted phenvlalanvn-4.4-distihstituted pip eririinps 

Intermediate 2a: ethyl l-(D-4-chlorophenylalanyl)-4-(4-tetrahydropyranyl)-4- 
piperidinecarboxylate HCl 
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To a stirred solution of IntemediatVla(ii) (0.36 gm, 1.30 mmol), N- 
• Boc-D-4-chlorophenylalanine (0.47. gm, 1.56 mmol), HOBt (0.21 gm. 1.56 mmol) and 
EDC(0.30gm, 1 .56 mmol) in dichloromethane, 10mLwas,addedNMM(0.50mL, 
4:55 mmol). The mixture was stin^d for 16 hr at room temperature and diluted with . 
5 ethyl Lcetate and washed with IN HCl and saturated aqueous sodium bicarbonate 

solution and brine. The organic layer was dried over anhydrous magnesium sulfate 
' and concentrated to give an intermediate' that wa§ chromatographed on silica gel usmg 
hexane-ethyl acetate (1:1) as the eluent to give the coupled product. 

The product was dissolved in 2.0 mL of ethyl acetate and treated with 

10 5.0mLof4.0MHClindioxane. The volatileswdre removed to provide Q.41 gnriof 
the desired title compound. 

Tntermediate 2b : ethyl l-(D-4-chlorophenylalaTjyl)-4-cyclohexyl-4-[(l,2,4- 
triazol-l-yl)methyl]piperidine trifluoroacetate 
To a solution of Intermediate If (3.35g, 9.6mmol) in CH2CI2 (200mL) 
was added BOC.D-4-chlorophenYlalanine (4.9g,;6.3mmol), HOBt (2:lg, 15.4mmol), 
EDc'(2.9g, 15.4mmol) and NMM (4.75mL, 43.2jnmol). The resultant solution was 
stirred 3t rt for IShr. The reaction mixture was poured into EtOAc (IL) andwashed, 
^successively with 0.5M HCl, saturated aqueous NaHCO, and brine, dried over 
20 Na2S04 and evaporated in vacuo. Chromatography over silica eluting with 1 :2 
acetone/ CH2CI2 furnished the N-BOC protected amine as a white foam. 
The coupled product was dissolved in CH2CI2 (MOmL) andTFA (35mL) was added. 
The resultant solution was stirred at rt for Ihr. Volatiles were removed in vacuo and 
the residue precipitated from CH2CI2 with Et20/hexane to furnish the title compound 
as a fine white powder (3.2g. 5.9mmol. 62%). ESI-MS calcd for C23H32CIN5O: 429; 

found 430 (M+H). 



15 



25 



Intermediates 2c-2mm: 

Following the procedure described for Intermediates 2a and/or 2b, and 
30 using an appropriate 4,4-disubstitutedpiperidine and an appropriate phenylalanine 

derivative, the following compounds were prepared : 
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Interm. 


Y 


X 


Rc 


* 


2c 


Ph 


COCH2CH3 


CI 


R 


2d 


Ph 


CO(CH2)2CH3 . 


CI 


R 


2e 


Ph 


CH2NHSO2CH3 


CI 


R 


2f 


Ph 


N-pyrrolidinecarbonyl 


CI 


R 


2g 


Ph 


N-piperidi nylcarbqnyl 


CI 


R 


2h 


Ph 


CO2CH2CH3 


CI 


R 


2i 


Ph 


CON(CH3)2 


CI 


R 


2j . . .. 


Ph. 


, ' .,CON(CH2CH3)2 






2k 


Ph, . 


CONHCH2CH3 . • 


CI 


R 


21 


Ph 


. , COCH3 


CI . 


R 


2ni 


Ph ■ 


l-piperazinylcart)onyl 


CI 


R 


2n 


Ph 


CN 


CI 


R 


2o 


Ph , 


CONH-c-propyl' 


CI 


R 


2p • 


Ph 


CH2S-CH(CH3)2 


CI 


R 


2q 


Ph 


CH2-l,2,4-triazol-l-yl 


CI 


R 


2r 


c-hex 


CH2OCH3 


CI 


R 


2s 


c-hex 


CO2H 


CI 


R 


2t 


c-hex 


CONHCH3 


CI 


R 


2u 


c-hex 


CON(CH3)2 


CI 


R 


2v 


c-hex 


N-pyrrolidinecarbonyl 


CI 


R 


2w 


c-hex 


N-piperidinylcarbonyl 


CI 


R 


2x 


c-hex 


N-morpholinylcarbonyl 


CI 


R 


2y 


c-hex 


CO2CH2CH3 


CI 


S 


2z 


c-hex 


CO2CH2CH3 


OCH3 


R 


2aa 


c-hex 


CO2CH2CH3 


CI 


R 


2bb 


c-hex 


CONH-c-propyl 


CI 


R 



-69- 



wo 00/74679 



PCT/USOO/14930 







2tc 


c-hex 


2dd 


c-hex 


2ee 


c-hex 


2ff 


c-hex 


. 2gg 


c-hex 


2hh 


n-bu 


2ii 


c-hep 


7ii 


c-hep 


IVk 


c-pen 


211 


c-hex 


2mm 


pip* 


* pip = 


4-piperidyl 


Tnfftrmediate 2nn: 





C\ 


R 




ri 


R 




PI 


R 


CH2N3 




? 


CH2N(CH3)bU2^fi3 






1 

CH2-l»2,4-tria2ol-l-yl 


Cl 


K 


CO2CH2CH3 


CI 


R 


CH2S-CH(CH3)2 


Cl 


R 


CO2CH2CH3 


Cl 


R 


CH2-l,2,4-triazol-l-yI • 


0CH3 


R 


CONH2 


ei 


R 
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l-(N-Boc-D-4-chlorophenylalanyl)-4-acetylamino-4- 

cyclohexylpiperidine 
To a stirred solution of Intermediate Ij(ni) (345 mg, 1.21 mmol), Bpc. 
p-Cl-D-Phe-OH (364 mg, 1.21 mmol), PyBrop (570 mg, 1.21 mmol) and DMAP (90 
mg 0 73 mmol) in dichloromethane (2.5,mL) was added DI^A (470 mg, 3.64 mmol). 
The solution was stirred for 16 hr, concentrated and chromatographed directly (SiO^, 
19:1 EtOAc/ methanol) to provide 0.59 gm of the title compound as ^J^ite solid 
ESl-MS calc. for C27H40CIN3O4: 505; Found 526 (M+H), 406 (M+H-Boc), 526 

(M+H+Na). 



Intermediate ^- "Acid intermediates' 



15 Intermediates 3a/3b: • 

[3/?(3a 4aa,8aa)]-N-Boc-decahydro-3-isoquinolinecarboxylic acid and 

[37?(3a,4aP,8aP)]-N-Boc-decahydro-3-isoquinolinecarboxylic acid by resolution using 
(i?)-a-methylbenzylamine and (S)-a-methylbenzylamine 
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Step A : Preparation of N-Boc-(D)-TicmerhyI ester 

A 250-iTiL, round-bottomed flask was charged with commercially 
available /V-Boc-(D)-Tic (10.02 g, 36.1 mmo!) and 100 mL of DMF and then putted 
under nitrogen. Potassium carbonate (5.99 g, 43.3 mmol) was then added folloxYed by 
the addition of methyl iodide (1 1,7 mL, 187.7 mmol). The mixture was stirred at 
room temperature for 22 h and then diluted with H2O and EtOAc. The aqueous layer 
was separated and extracted with EtOAc, and the combined organic phases wei^ 
washed \Vith brine, dried over Na2S04, filtered, and concentrated to give a yellow oil. 
The crude product was purified by column chromatography (3:l.hexane/ethyl acetate) 
to giVe iV-Boc-(D)-Tic methyl ester (10.52 g) as a dlear oil. ESI-MS calcd for 
C,6H2,N04: 291; Found: 292 (M+1). ' • 



> I 



15 Step B : 



20 



Preparation of methyl 3R-N-Boc-3-decahydroisoquinoiinecarboxylate 
A solution of JV-Boc:(D)-Tic methyl ester (10.52 g, 36.1 mmol) and 
100 mL of MeOH was charged with 5% Rh/AlzOs (5.26 g) and then heated at 60 "C 
under 40 psi of hydrogen for 36 h. The reaction mixtui^ was filtered through Celite 
using MeOH and concentrated. The residue was dissolved in EtOAc, dried over 
MgS04, filtered, and concentrated to give methyl 3/?-/V-Boc-3-decahydroisoquinoline- 
carboxylate (10.73 g) as a clear oil. ESI-MS calcd for C,6H27N04: 297; Found: 298 
(M+1). 



25 



30 



SteaC: Preparation of 3R-N-Boc-3-decahydroispquinolinecarboxylic acid 

Methyl 3/?-A'-Boc-3-decahydroisoquiholine carboxylate (10,73 g) was 
dissolved in 120 mL of MeOH and cooled at 0 °C in an ice-HzO bath. An aqueous IN 
NaOH solution (73 mL) was added and then the reaction mixture was stirred at 0 °C 
for 15 min, warmed to room temperature and stirred overnight. The clear mixture was 
then concentrated and the resulting cloudy residue was cooled at 0 °C in an ice-HjO 
bath. The pH was then adjusted using IN HCl until pH = 2-4 (95 mL), and the 
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. aqueous phase was extracted with EtOAc. The cohibined organic phases were 

washed with brine, dried over Na2S04, filtered, and concentrated to give 3R-.N-Boc-3- 

decahydroisoquinolinecarboxylic acid C10.13 g) as a frothy xyhite oil. ESI-MS calcd 

for C,pH25N04: 283; Found: 284 CM+il). 

'■5 • ' . I ■ ' ' ••'i 

SteoD: Resolution of 3R-N-Boc-3-decahydroisoquinolinecarboxylic acid using 

(R)-a-methylbenzylamine 

3/?-JV-Boc-3-decahydroisoquinolineciirboxyHc acid (4.67 g, 16.46 

mmol) was dissolved in 150 mL of EtOAc and then (/?)-a-nr)ethylben2ylamine (2.12 
10 mL, 16.46 mmol) was added via syringe; The resaltingmikture sat at room ^ 

temperature under nitrogen overnight, and then the precipitate was filtered and rinsed 
with EtOAc. The solid w^s then recrystallized (EtOAc-EtOH) to give 
' [3/?(3a,4aa,8ad)]-N-Boc-decahydro-3-isoquinolinecarboxylic acid, (/?)-a- 
methylbepzylamine salt or [3J?(3a,4aP,8aP)]-iV-Boc-decahydro-3-isoquinoHne- 

15 carboxylic add, (i?)-a-methy]benzylamine salt (2.196 g) as a white solid. The product 
(0 120 g, 0.297 mmol) was diluted with 10 mL of EtOAc and IN HCl, stirred for 5 ^ 
';■ min, and then separated. The organic phase was washed with IN HCl and brine, dried 
over MgS04, filtered and concentrated. The resultant, acid is hereinafter referred'to as 

intermediate 3a. ' 

20 3R-^.Boc-3-decahydroisoquinolinecarboxylic acid was treated with 

(S)-a-methylbenzylamine, followed by IN HCl as described above to provide an acid 
product hereinafter referred to as Intermediate 3b. 

. Intermediate 3c: 

HO. 



25 



The general procedure for Intermediate 3a/3b was followed using N- 
Boc-(L)-Tic as the staning material and using (i?)-a-methylben2ylamine as the 
resolving agent to provide [3S(3a,4aa,8aa)l-N-Boc-decahydro-3-isoquinoline- 

carboxylic acid. 



30 
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Intermediate 3d: . 




10 



15 



A 25-mL, round-bottomed flask equipped with a reflux condenser was 

charged with commercially available [35(3a,4aP,8aP)]-A'-/err-butyldecahydro-3- 

isoquinoline carboxamide (1.0 g, 4.19 mmol) and 10 mL of aqueous 6 N HCl 

solution. The solution was heated at 80 °C for 23 h and then cooled to 0 °C and 

diluted with 12 mL of 5 N NaOH solution (pH = 13). The aqueous solution was 

extracted with ethyl acetate and then transferre:d to a 100-mL, round-bottomed flask 

and diluted with 25 mL of dioxane. Di-tert-hutyl dicarbonate (1.0 g, 4.61 mmol) was 

then added and the mixture was stirred at room temperature for 23.5 h while 

occasionally adjusting the pH using 5 N NaOH solution (pH = 10). The resulting 

mixture was diluted with ethyl acetate and water, and. the layers were separated. The 

aqueous layer wa? cooled at 0 °C in an ice-water l?ath and then 1 N HCl solution was 

added portioTiwise until pH = ,2. The aqueous layer was extracted with three portions . 

of ethyl acetate, and the combined organic phases were washed with saturated sodium 

chloride solution, dried over sodium sulfate, filtered, and concentrated to give 

[3S(3a,4aP,8aP)]-N-Boc-decahydro-3-isoquinoline-carboxylic acid (0.427 g) as a 
white solid. 



20 Intermediate 3e: 




And 




The general procedure described in Steps A and B of Intermediate 
3a/3b was followed using A^-Boc-a-methyl-(L)-Tic (prepared following standard 
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literature procedures) as the starting material to prbvide methyl 3S-N-Boc-a-methyl- 

3-decahydroisoquinoHnecarbbxylate. ' 

A 25-mL, round-bottomed flask was charged, with 3S-N-Boc-a- 
methyl-3-decahydroisoquinolinecafboxylate (0.86i, g, 2.77 irimol) and 9 mL of 
ethanbl. An aqueous 2 N Li OH'Solution (4.5 nlL>,was then added and the resulting 
mixtiire was placed in a 8.0 °C oil bath and heated for 48 h.' The mixture was then 
cooled to room temperature and concentrated, and the resulting residue was dissolved 
in water and cooled at 0 ° C in an ice-water bath. The pH was then adjusted using 1 N 
HCI to pH = 2, and the cloudy mixture was diluted, with ethyl acetate. The aqueous 
layer was separated and extracted with two portions of ethyl acetate', and the ^ 
combined organic phases were washed with saturated sodium chloride solution, dried 
over sodium sulfate, filtei;ed, and concentrated to give 35-/V-Boc-3-methyl-3- 
decahydroisoquinolinecarboxylic acid (0.763 g) as a.white solid. ESI-MS calcd for 
C,6H27Np4: 297; Found: 298 (M+1). 

I 

The following Examples are provided to illustrate the invention, and 
are not to be construed as limiting the scope pf the invention in any manner. 



Example 1 ' 



20 



25 




COzEt 



A 25-mL, round-bottomed flask was charged with a solution of 
Intermediate 2a (112 mg, 0.244 mmol) in 10 mL dichloromethane and then Boc-D-Tic 
(83.2 mg, 0.300 mmol), NMM (0.10 mL, 0.910 mmol), HOBt • H2O (40.7 mg, 0.300 
mmol), and EDC • HCI (57.5 mg, 0.300 mmol) were added. The resulting mixture 
was stirred at room temperature for 22 h, and was then diluted with methylene 
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chloride and washed with two portions of 1 N HCI .solution, saturated sodium 
bicarbonate solution, water, and saturated sodium chloride solution, dried over 
sodium sulfate, filtered, and concentrated. The crude product was purified by flash 
chromatography (2:1 methylene chlorideracetonp) to give the N-Boc protected title 
compound as a white solid. ' , 

A 25-mL, round-bottomed flask was charged with the N-Boc protected 
title compound and 2.0 mL of methylene chloride. Trifluoroacetic.acid (1.0 mL) was 
then added and the mixture was stirred at room temperature for an hour. The mixture 
was diluted with toluene and concentrated, and the resulting oil was diluted with 
toluene again and concentrated. The residue was dissolved in ethyl acetate and 
washed with 1 N NaOH solution, and the combined organic phases were dried over 
potassium carbonate, filtered, and concentrated to give a clear oil. The free amine 
was then dissolved in 1.0 mL of ethyl acetate and 0.5 mL of a I N HCI solution in 
ether was added dropwise via syringe. The mixture was diluted with ether and the 
precipitate was then filtered to give the title compound (68.1 mg) as a white powder. 
ESI-MS calcd for C32H4QCIN3O5: 581 : Found: 582 (M + 1). 



Example 2 




20 



25 



To a solution of Intermediate 2b (1.63g, 3mmol) in CH2CI2 (60mL) 
was added BOC-D-TIC (1.41g, 5.1mmol), HOBt (650mg, 4.8mmol), EDC (920mg, 
4.8mmol) and NMM (1.5mL, 13.5mmoI). The resultant solution was stirred at rt for 
18hr. The reaction mixture was poured into EtOAc (400mL) and washed successively 
with 0.5M HCI, saturated aqueous NaHCOj and brine, dried over Na2S04 and 
evaporated in vacuo. Chromatography over silica eluting with 1:2 acetone/ CH2CI2 
furnished the title compound as a white foam. 
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,. . ' The coupled product was dissolved in CH2Cl2(48mL) and TFA 
(12mL) was added. The' resultant solution was stirred at rt for Ihr. Volatiles were 
removed in vacuo and the residue precipitated from CH^Ch with EtjO/hexane to 
furnish the title compound as a fine white powder (1 .57g, 2.2mmol, 74%). ESl-MS 
5 calcd for C33H41CIN6O2 588; found 589 (M+H). ' 

Examples 3-54 

,The general procedures described in Example 1 and Example 2 were 

10 . followed using an appropriate Intermediate 3 (or a commercially available acid) and 
an an appropriate Intermediate 2 to provide the following compounds: 




stereoconfiguration same as the Tic starting material 
* (R) unless otherwise specified 



Ex. Acid 
3 L-Tic 



4 
5 
6 
7 
8 
9 
10 



L-Tic 

L-Tic(OH) 

L-Tic 

L-Tic 

L-Tic 

D-Tic 

L-Tic 



Interm 
2c 
2d 
2e 
2f 
2g 
2p 
2p 
2q 



Y 

Ph 

Ph 

Ph 

Ph 

Ph 

Ph 

Ph 

Ph 



X RcC) Rc(ii) EI-MS 

COCH2CH3 CI H 558 (M+1) 

CO(CH2)2CH3 CI H 572 (M+1) 

CH2NHSO2CH3 CI OH 625 (M+1) 

CO-N-pyrrolidinyl CI H 599 (M+1) 

CO-N-piperidinyl CI H 613 (M+1) 

CH2S-CH(CH3)2 CI H 590 (M+1) 

CH2S-CH(CH3)2 CI H 590 (M+1) 

CH2-l,2,4-triaz,ol- CI H 583 (M+1) 

1-yl 
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11 . 


D-Tic 


2q 


Ph 


CH2-l,2,44iiazol- 




fl 


JoJ (M+I) 


















12 


L-Tic 


2r 


c-hex 


CH20CH3 




11 

Jni 


552 (M+1) 


13 


L-Tic 


2s 


c-hejl 


,C02H 




TJ 


552 (M+J) 


14 


.b-TicCOH) 


2aa . 


c-hex 


.C62CH2CH3 




\Jt\ 


jyo (M+1) 


15 


; L-Tic 


2v 




C09CH9CH^ 




11 

H 


580 (M+1) 


16 


L-Tic 


2z 


c-hex 


CO2CH2CH3 




ri 


jIo (M+1) 


17 


D-Tic 


2dd 




CHoS-CHfCH'^l') 


LI 


H 


596 (M+I) 


18 


L^Tic 


2dd 


C-hex 


CH2S-CH(CH3)9 


PI 


rl 


596 (M+1) 


19 


L-Tic 


2b 


w 1 IwA 


CH9-I 0 4-tria2oU 


CI 


T 1 

•H 


589 (M+1) 










l-vl 








20 


D-Tic 


211 


v> 1 A 


CH9-I 4^tria7ol- 


UMe 


T 1 

H 


585 (M+1) 










1-yl 








21 


L-Tic 


211 


C-hex 


CH2-l,2,4-triazol- 


OMe 


H 


585 (M+1) 










1-yI 








22 


. D-Tic 


2hh 


n-bu 


CH2-l,2,4-triazol- 

■ 11 


Cl 


H 


563 (M+1) 


















23 


L-Tic 


2hh 


. . n-bu 


CH2-l,2,4rtriazol- 


CI 


H 


• . 563 (M+1) 



^ 1-yl . . ^ • 

Examples 12 and 15 are HCI salts; in Example 15 the a-carbon of the phenyJalanyl 
moiety has the (5) configuration. 




*Cw-ring junction, relative stereochemistry unknown 

Eji. Interm Interm Y X ESI-MS 

24 3a 2aa c-hex CO2CH2CH3 536 (m^ 
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25 ■ 


3b 


ZD 


c-hex 


CH2-l,2,4-iria^lol-l-yl 


595 (M+1) 


26 


3a 


2n 


rn 


,C02CH2CH3'' 


580 (M+1) 


.27 


3b 


2n 


rn 


CO2CH2CH3 


. 580 (M+1) 


28 




2aa 


c-hex 


'CO2CH2CH3', 


, 586 (M+1) 


29 


3a 


2i 


rn 


C(0)N(CH1)S| 


579 (M+1) 


30 


, 3D 


Zl 


Ph 
III 


C(0)N(CH3)2' 


579 (M+1) 


31 


3a 


2j 


Ph 


C(0)N(CH2CH3)2 


607 (M+1) 


32 


3b 


2j 


Ph 


C(0)N(CH2CH3)2 


607 (M+1) 


33 


3 b 


2bb 


c-hex 


C(0)NH(c-pr) 


597 (M+1) 


34 


3b 


2u 


c-hex 


C(0)N(CH3)2 


585 (M+1) 


35 


3b 


2cc 


c-hex 


C(0)NH(CH2-c-pr) 


611 (M+1) 
















\ 










< 

t 


Ex. 


Interm 


Salt 


R 


r' 


ESI-MS 


36 


2aa 


TFA 


c-hex 


CO2CH2CH3 


586 (M+1) 


37 


2h 


TFA 


Ph 


CO2CH2CH3 


580 (M+1) 


38 


2k 


TFA 


Ph 


C(0)NHCH2CH3 


579 (M+1) 


39 


21 


TFA 


Ph 


C(0)CH3 , 


550 (M+1) 


40 


2mm 


•2 TFA 


pip* 


C(0)NH2 


558 (M+1) 


41 


2m 


•2HBr 


Ph 


C(0)piperazine 


620 (M+1) 


42 


2i 


TFA 


Ph 


C(0)N(CH3)2 


579 (M+1) 


43 


2j 


TFA 


Ph 


C(0)N(CH2CH3)2 


607 (M+1) 


44 


2g 


TFA 


Ph 


C(0)piperidine 


619 (M+1) 


45 


2bb 


TFA 


c-hex 


C(0)NH(c-pr) 


597 (M+1) 


46 


2u 


TFA 


c-hex 


C(0)N(CH3)2 


585 (M+1) 


47 


2cc 


TFA 


c-hex 


C(0)NH(CH2-c-pr) 


611 (M+1) 


48 


2aa 


HCl 


c-hex 


CO2CH2CH3 


582 (M+1) 
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49 
50 
51 



. 2n ' 
2e 
2b 



•tfa 

TFA 
TFA 



pip="4-piperidyl 



Ph CN 

Ph CH2NHSO2CH3 
c-hex CH2-l,2,4-triazol-l-yl 



533 (M+1) 
615 (M+1) 
595 (M+1) 




Ex. Add 

52 Interm. 3d 



53 Intetm. 3e 



R 



y 



H 



Salt 
TFA 




HCl 



EI-MS 
586 (M + 1) 



600 (M+1) 



54 Boc-(L)-OIC TFA 

HN— (\ 



573 (M + 1) 
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Fx ample 55 




* = cis juncture; absolute configuration 
not determined 



TheN-BocprolectedcompoundofExample25(0.331 g, 0.477 mmol) 

was dissolved in. 1 .20 mL of CH^Ch 1.20 mL of.triflyorpscetic acid, and thp 

mixture was stirred at room temperature for 30 min. The mixture was diluted w,th 
toluene and concentrated, and the resulting oil was diluted again with toluene and 
10 concentrated to give a white solid (0.340 g). This TFA salt (0.135,g, 0.190 mmol).was 
dissolved in 0.95 mL of methanol and purged under nitrogen. Sodium acetate (0.078 
g 0 950 mmol) was then added followed by the addition of aqueous formaldehyde 
(0 068 mil, 0.912 mmol). The resulting mixture was stirred at room temperature for 
30 min, andthen sodium cyanoborohydride (0.61 mL, 0.608 mmol) was added 
15 dropwise via syringe. The reaction mixture was stirred at room temperature overnight 
and then concentrated. The residue was diluted with ethyl acetate and washed with 1 
N NaOH solution and brine, dried over magnesium sulfate, filtered, and concentrated. 
The crude product was purified by column chromatography (9: 1 to 1 : 1 
CH^Ch/Acetone) to give a white solid (0.098 g). The amine was dissolved m EtOAc 
20 and 1 N HCl in Et20 (0.19 mL, 0.19 mmol) was added. The mixture was diluted with 
Etp and the precipitate was then filtered under nitrogen to give the title compound 
(0.097 g) as a white solid. ESI-MS calcd for C34H49N6O2CI: 608;Found: 609 

(M+1). 
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Example 56 > 



. I 
I 




CIS juncture; absolute 
stereochemistry not determined 



: . . , '^'^^ genera' procedure described in Example 55 was followed using 

cyclopropanecarboxaldehyde to provide the tjtle pompound. ESI-MS: 649 (M+1). * ' 

Example 57 ' • ' 



10 




Following the general procedure of Example 55 using the compound of 
Example 51 (0.060 g, 0.085 mmol), the title compound was obtained. ESI-MS calcd 
for C34H49N6O2CI: 608; found: 609 (M+1). 
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Fx am ple 58 




NHSOzMe 



To N-Boc-protected Imermediaie 2ee.(0.1,05 g. 0.208 mmol) and 0.55 
mL of methylene chloride was added trifluoroacetic acid (0.55 mL) and the mixture 
. wassti,Tedatroomtemperatur.for30min. ThemixturewasdilutedwUhtol^^^^^ , 
10 and concentrated twice to give an oil. The resulting o,l was dissolved m 1.2 mL erf 
methylenechloride, and then l3S(3a,4aa,8aa)]-N-Boc-decahydro.3.so^^^^^^^^ 
carboxylic acid (0.65 g, 0.229 mmol), NMM (0.10 mL, 0.900 mmol), HOBt H.O 
(0 031 g, 6.229 mmol), and EDC • HCl (0.044 g, 0.229 mmol) were added The 
resulting mixture was stirred at room temperature for 18 h, and then diluted with 
15 methylene chloride and washed with two portions of 1 N HCl solution, saturated 
sodium bicarbonate solution, water, and saturated sodium chloride solution dned 
over sodium sulfate, filtered, and concentrated. The crude product was punfied by 
column chromatography (1:1 ethyl acetate-hexane) to give N-Boc coupled azide 
intermediate (0.114 g) as a white solid. 

20 

A 25-mL, round-bottomed flask was charged with the product of Step 
A(0 1 14 g, 0.170 mmol), 1.7 mL of THF, and triphenylphosphine (0.049 g, 0.187 
mmol). The mixture was stirred at room temperature for 2 h and then 0.07 mL of 
25 water was added. The resulting reaction mixture was stirred at room temperature for 
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22.5 h and then diluted with ethyl acetate and water,- The layers were separated, and 
the organic phase was washed with water and saturated sodium chloride solution, 
dried over potassium carbonate, filtered and concentrated. The crude product was 
purified by column chromatography (gradient eiutionc 1:4 eihy) acetate-hex ane 91 
ethyl ketafe-methanol, and then 100% methanol).tb give the cbn^spondina N-Boc 
amine mtermediate (0.054 g) as a white solid. ' , 

Step C: 



10 



15 



20 



25 



A 1 5-mL, round-bottomed flask was purged with nitroaen and then 
charged with the amine intermediate of Step B (0.054 g, 0.084 mmqIX 0.6 mL of 
methylene chloride, and triethylamine (0.018 mL, 0.126 mmol). The reaction mixture 
was cooled at 0 °C in an ice-water bath and then methanesulfonyl chloride (0 007 mL 
Q.092 mmol) was added d'ropwise via syringe. The resulting mixture was stirred at 0 ' 
°C for 40 min, warned to room temperature, and stiiVed for 1 8 h. The reaction 
mixture was then diluted with methylene chloride and washed with two portions of 1 
N HCl solution, saturated sodium bicarbonate solution, water, ai^d saturated sodium 
chloride solution, dried over sodium sulfate, filtei-ed, arid concentrated' The crude ' ' 
product was purified by column chromatography '(1:1 methylene chloride-acetone) to ' 
\give N-Boc protected title compound (0.046 g) as ^ white sqlid. 

t 

Step D: 

A 10-mL. round-bottomed flask was charged with A^-Boc protected 
title compound (0.046 g. 0.064 mmol) and 0.20 mL of methylene chloride 
Trifluoroacetic acid (0.20 mL) was then added and the mixture was stirred at room 
temperature for 30 min. The mixture was diluted with toluene and concentrated 
twice, and then the oil was diluted with ether and concentrated to affoid the title 
compound (0.042 g) as a white powder. ESI-MS calcd for C32H49N4O4SCI: 620; 
Found: 621 (M + 1). 
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NHSOaMe 



Using intermediate 2ff, and following the general procedure described 
in Example 58, the title compound was obtained. ESI-MS calcd for 
, „ . ,v. 620;:Found: 621 (M + 1).' 



Fx am ple 60 



■ \ 




2TFA 



10 

A 10-mL round-bottomed flask was charged with N-Boc protected 

title compound (0.014 g. 0.022 mmol) (prepared as illustrated in Example 58, Step^) 
and0.10na.ofmethylenechloride.Trifluoroaceticac,d(0.10mL)wasthenad^^^^ 

and the mixtu. was stined at room temperature for 30 min. The mature was dtluted 
15 withto!ueneandconcentratedtwice,andthentheoilwasdnutedwnhetherand 
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concentrated to.afford the title compound as a white powder. ESI-MS calcd for 
C31H47N4O2CI: 542; Found: 543 (M + 1). 



Example 61 




SOgMe 



gg in a similar 



Th.e title compound was prepared from Intermediate 2& „. „ 
, fashion to the procedure described in Example 58. ESI-MS calcd for C,3H5,N,0.SC1 
10 635; Found: 636 (M + 1) . . . ■ 33 51. 4U4:>U 



Example 6?. 




a 






H 








^0 



TFA 




c=0 



-85- 



PCT/USOO/14930 



WO 00/74679 



• To a Stirred solution Of compound of Example 17 (128mg, 0.18mmol) 
in EtOH (4.5mL) was added a solution of NaI04 (1 16mg, 0.54mmol) in water 
(4 5mL) the resultant faintly cloudy solution was stirred at n for 30min. Volatiles 
were removed m vacuo. The residue was extracted with CH.CI, (SxlOmL). The , 
combined extracts were filtered through a short pad of celite ^Snd concentrated. 
Precipitation with Et,0/hexane furnished the titld compound as a fine off-whne 
powder (120mg, o'- Hmmol, 92%). ESl-MS caldd for C34H46CIN3O3S: 611; found 

612 (M+H). 



10 



Example 63 



15 



20 




To a stirred solution of compound of Example 17 (75mg, 0. 1 Immol) 
in EtOH (3 3mL) was added a solution of oxone (202mg. 0.33mmol) in water (3.3mL) 
the resultant cloudy solution was stirred at rt for 1.5hr. Volatiles were removed in 
vacuo. The residue was extracted with CH^Cl^ (3xl0mL). The combined extracts 
were filtered through a short pad of celite and concentrated. Precipitation with 
Etp/hexane furnished the title compound as a fine pale pink powder (81mg, 
0.109mmol, 99%). ESI-MS calcd for C34H46CIN3O4S: 627; found 628 (M+H). 

Fxam ples 64-69 
Following the general procedures of Examples 62 and 63, the 
following sulfoxides and sulfones were prepared: 
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- I 




Ex, 

64 
65 
\ 66 
67 
68 
69 



Starting 


n 


R 


* 


EI-MS 


Material 








1 


Ex. 17 


1 


c-Hex 




612 (M+H) 


Ex.8 


1 


Ph 


, S 


606 (M+1). 


Ex.9 


1 


Ph 


. R 


606 (M+1)' 


Ex. 17 


2 


c-Hex 


S 


628 (M+1) 


Ex.8 


2 


Ph 


S 


622 (M+1) 


Ex. 9 


2 


Ph 


R 


622 (M+1) 
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To a stirred solution of Intermediate. Ij(iii) (125 mg, 0.44 mmol). N- 
(4-chloro-D-phenylalanyl)2-Boc-l,,2,3,4-(L)-tetrahydroisoquinolinecarbox^mide(202 

n.g 0 44 mmol), PyBrop (205 mg, 0.44 mmol) and DMAP (32 mg. 0.26 mmol) m 
dichloromethane (1.5 mL) was added DIEA (0.23;mL, .^"^^ ' 
stin-e^l for 16 hr, concentrated aijd chromatographed directly (5,02,19:1 EtOAc/ 
methanol) to provide 100 mg of N-Boc protected title compound as a white sohd. 
ESI-MS calc. for C37H49CIN4O5: 665;.Found (M+H), 682 (M+NH4). 

To a stirred solution of N-Boc protected title compound (95 mg, 0.14 
mmol) in methanol (0.5 mL), HCl-EtOAc was added (5 mL). The reaction was st^irred 
for 20 minutes and the solvent was removed in vacuo to afford 0.86 mg of the tule 
compound. ESI-MS calc. fot C32H42CI2N4O3: 600; Found (M+H). 



F.xam ples 71 - 75 
The following compounds were prepared from the appropriate Boc- 
15 protected N-(substituted phenylalanyl)-T,c carboxamide in an analogous manner to 
the pne described in Example 70. ■ »' . ■ " 



\ 




Ex. 


Interm. 


* 


Y 




r' 


Salt 


ESI-MS 


71 


li(iv) 


D-Tic 


(CH2)3Ph 


CI 


H 


HCl 


601 (M+H) 


72 


li(i) 


D-Tic 


Ph 


CI 


H 


HCl 


559 (M+H) 


73 


Ij(iii) 


D-Tic 


c-Hex 


CH3O 


H 


HCl 


561 (M+H) 
582 (M+H+Na) 


74 


Ij(vi) 


L-Tic 


c-Hex 


CI 


CH3 


HCl 


579 (M+H) 
596(M+NH4) 


75 


lj(v) 


L-Tic 


(CH2)-Hex 


CI 

.i 


H 


TFA 


579 (M+H) 
596(M+NH4) 



88- 



wo 00/74679 

PCT/USOO/14930 



Example 76 



10 



15 




To a stirred solution of Intermediate 2nn ( 1 50 mg, 0.34 mmol) 3S-N- 
Boc-3-decahydroisoquinolinecarbokylic acid (106 mg, 0.34 mmol), PyBrop (1*58 mg 
0.34 mmol) and DMAP (25 mg. 0.20 mmol) in dichloromethane (1 .5 mL ) was .dded 
DEA (0.18 mL, 1.02 mmol). The solution was sti,Ted l6 hr, concentrated and the 
residue punfied by preparative HPLC (G 18, 50-90% acetonitrile/water, 30 min ) to 

pTh ' "'r^^" ^""""''"^ ''''' '^^'"P^""^ ^ ' ^h'^^ ESI-MS calc'for 

C37H55CIN4O5: 670; Found 671(M+H). 

To a stirred solution of the N-Bdc protected title compound (132 mg 
0.14 mmol) in methanol (0.5 mL). HCl-EtOAc was added (5 mL). The reaction wa^ 
stin-ed for 20 minutes and the solvent was removed m vacuo to afford 125 mg of the 
title compound. ESI-MS calc. for C32H47CIN4O3: 570; Found 571(M+H) 
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Example 77 




\ 



. . To a solution oflntermediate2ii (100 mg, 0.182 mmole) in 
dichloromethane (5 ml) was added 4-methylmorpholine (0.03 ml, 0.273 mmole) Boc- 
L-Tib ( 56 mg, 0.200 mmole); HOBt (27 mg, 0.20 mmole) and EDC (52 mg, 0.273, 
mmole) The reaction mixture was stirred at i^oort temperature for 1 8 hrs. Water (3 
rftl).was added and solvent was removed in vacuo. The aqueous phase was extracted 
10 with ethyl acetate. The combined organic extract was washed with water dned over 
MgS04 and concentrated to provide yellow oil (120 mg), which was punf.ed by 
preparative TUG to give N-Boc protected title compound as a white sohd (50mg). 
ESI-MS calc. for C39H52CIN3O6: 694; Found: 695 (M+H). 

To a solution of the N-Boc protected title compound ( 50 mg ) m 
15 dichloromethane (1.5 ml) was added trifluoroacetic acid (0.5 ml). The reaction 

mixture was stiired at room temperature for 20 minutes and the solvent was^moved 
vacuo io afford the title compound (45 mg). ESI-MS calc. for C34H44CIN3O4. 



in 



594; Found: 595 (M+H). 



20 
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' • ' Examples 78-80. 




Y XOOC2H5 

• stereoconfiguration same as the Tic starting material 

The following compounds were prepared from an appropriate 
Intermediate 2 and Tic in an analogous manneAo the one described in Example 77. 



Ex. 


Acid 


Interm 


Y 


ESI-MS 




D-Tic 


2ii ■■ 


c-hdp 


595tM+H) ■ 




D-Ti'c ' 


2kk 

1 


c-pen 


566 (M+H) 
588.(M+Na) 




L-Tic 


2kk 


c-pen 


566 (M+H) 
588 (M+Na) 



Example 81 
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Following the procedure of Example 77. the title compound was 
prepared using Intermediate 2jj. ESI-MS: 610 (M+H). 

F.xam ples 82-83 

Following the procedures described in Examples 62 and 63 and using 
the.compound of Example 81, the following compounds were prepared: 




t 



Ex. 


n 


ESI-MS 


82 


1 


626 (M+H) 


83 


2 


642 (M+H) 



Example 84 

Example 2 is representative of the compounds of the present invention 
15 which are selective agonists of the human MC-4R and active in the models of pen.le 
erection. The in vitro phannacological propertes °f Example 2 were evaluated 
ICSO'S were determined in a competition binding assay with '^^I-NDP-alpha-MSH as 
ligand using crude membranes prepared from cell lines expressing the appropriate 
MC-R. Functional ECSO'S were determined by application of compound to mtact 
20 cells followed by direct measurement of cAMP as described in the Biological Assays 
section above. In the Binding Assay. Example 2 was greater than 2200-fold selective 
for the human MC-4R over the human MC-IR receptor; greater than 10,000-fold 
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selective for the human MC-4R over the human Mg-2R receptor; greater than 580- 
fold selective for the human MC-4R over the hum.an MC-SR receptor; and greater 
than 250-fold selective for the human MC-4R over the human MC-5R receptor (Table 



Table 1. I n vitro pharmacology of Ex ample 2=* 



Binding Activity 
IC^Ci (nM) 


Example 2 




Human' 


MC-IR 


2100 


MC-2R 


>10000 


1 ' 

MC-3R 


540 


MC-4R 


0.92 


MC-5R 


230 






Functional Activity 


' II — 

Example 2 


ECsn (nM) 






Humian' 


MC-IR 


1300, 84% 


MC-2R 


0% @10nM 


MC-3R 


1200, 29% 


MC-4R 


2.1,96% 


MC-5R 


530,58% 



rounded to 2 significant figures. 
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Example 2 was effective in significantly increasing the number of 
erections m a conscious rat model of.reflexogenic erections (Table 2) when , 
administered either by the intravenous (IV) route or by the or^l (PO) route. In this 
non-random crossover model, rats v^ereiplaced in the suijine position with the 
preputial sheath retracted to initiate a reflex arc. ^Tl^e number of erections was. 
counted in the 15 minute period following the first erection.' Both apomorphme and 

» 

sildenafil citrate were effective in this model. 

Table 2. Eff^f 's of Examp 'p ? penile erections in Rats 



' 10 



15 



20 



Dose and Route of 
Example 2 
fme/kp) 


Minutes after 
Dosing Rats 
Placed Supine 


% Increase from 
Vehicle or Baseline 


Number of Rats 


0.3 IV 


60 


15* 


6 


1.0 IV , 


0.60 


31*. 35* 


5.6 


5.0 IV 


60 


50** 


6 , 


loiy 


0, 60 


45**. 38**' . 


6.6 


20 PO 


60 


24** 1 1 


6 


'.20uGICV 


0 ■ ^ 


41* . ■ 


6 . • ■ 

" " "" .1 


* P = 0.05 
** P= 0.01 


t 



Example 85 

As a specific embodiment of an oral composition of a composition of 
the pi^sent invention, 5 mg of Example 2 is fonnulated with sufficient finely divided 
lactose to provide a total amount of 580 to 590,mg to fill a size O hard gelatm 
capsule. 

Example 86 

As another specific embodiment of an oral composition of a compound 
of the present invention, 2.5 mg of Example 2 is formulated with sufficient finely 
divided lactose to provide a total amount of 580 to 590 mg to fill a size O hard gelatm 
capsule. 
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... While the invention has been described and illustrated with reference 
to certain particular embodiments thereof, those skilled in the art will appreciate that 
various changes, modifications and substitutions can be made therein without 
departing from the spirit and scope of the inventipn. For example, effective dosages 
other than the particular dosages as set forth herein above may be applicable as a " 
consequence of variations in the responsiveness of the patient being treated for ' 
erectile dysfunction. Likewise, the specific pharmacological responses observed may 
vary according to and depending upon the particular active compound or combination 
selected or whether there are present pharmaceutical carriers, as well as the type of 
formulation and mode of administration employed, and such expected variations or 
differences in the results are contemplated in accordance with the objects and 
practices of the present invention. It is mtended, therefore, that the invention be 
defined by the scope of the claims which follow and that such claims be interpreted as 
broadly as is reasonable. 



10 



15 
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WHAT IS' CLAIMED IS: 

1 . A compound having the formula 1: 



10 



H H O 



+ i. II 
N— C-L- 





I - 

or a pharmaceutically acceptable salt thereof; wherein 

Cyis (1) aryl. 

(2) . 5- or 6-membered heteroaryU ' ' ' ' 

(3) ' 5- or 6-membered heterocyclyl, or 

(4) 5-to7-memberedcarbocyclyl; 
Lis (CRt>Rb)m; ' 

mis 0,1 or2; 

nis 0,1, 2, or 3; 

15 pis 0, 1 or 2; 

q is 0, 1 or 2; 

Rais (1) hydrogen, 

(2) Ci-galkyL 

(3) (CHRb)n-C3.7cycloalkyU 
20 (4) (CHRb)naryl, 

(5) (CHRb)nheteroaryl, or 

(6) (CHRb)n-0(CHRb)aryl; 

in which alkyl is optionally substituted with from 1 to 3 groups 
independently selected from Rg; aryl, heteroaryl and cycloalkyl are 
optionally substituted with 1 to 3 groups independently selected from 
Rf; 



25 
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:• R'^is (1) hydrogen. , 

(2) Ci.galkyI, 

(3) (CH2)nC3-7cycloaIkyl, or " 

(4) (CH2)n-aryl;. • 

■5 • ■ • . , • . . . 

R'^is ' (J) hydrogen or ' ' 
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(2) a group selected from Rf; 

R^'s (1) hydrogen, 

^0 (2) Ci-8alkyl, 

(3) (CH2)n-aryl, ' ■ 

(4) (CH2)nC3-7cycIoalkyl or 
. , (5) (Cli2)n-heteroaryl; 

wherein alkyi and cycloalkyl are optionally substituted with 1 to 3 
groups selected from Rg; and cycloalkyl, aryl and heteroaryl are 
,. . ,., , _ optionally substituted with 1 to 3 groups selected from Rf; or 

two Rd groups together with the atUs to which they are attached foiSii 

^^-o'" 6- membered ring optionally containing an additional 
■ \ heteroatom selected from.O,S,and.NRb- • . • 

20 ' ' , 

R^'S (1) a group selected from Rd, 

(2) CORd. 

(3) S02Rdor 

(4) COC(Rb)(Rb)N(Rd)(Rd); 

^^'^ (1) a group selected from Rg, or 

(2) Ci-galkyI; ' 

Rgis (1) (CH2)n-aryl. 

(2) (CH2)nC3-7cycloalkyl, 

2^ (3) (CH2)n-heteroaryl. 

(4) halo, 

(5) ORb 

(6) NHS02Rb, 

(7) N(Rb)2. 
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, (8)' C=N, 

(9) C02R'^, 

(10) C(Rb)(Rb)N(Rb)2, 

(11) N02, ■ 

5 (12) S02N(Rb)2, . . ' 

(13) S(0)mRb, . ' 

(14) CF3,or 

(15) OCF3; 

10 ,Xis ' (1) hydrogen, ' ■ , 

(2) Ci-galkyl, 

(3) (CH2)nC3-8cycloalkyl, ' 

(4) (CH2)naryl, 

(5) (CH2)nheteroaryl, 
15 (6) (CH2)nheterocyclyl, 

(7) C=N, , . .. ... , "•- • 

(8) , (CH2)nC0N(RdRd), . 

(9) ' (CH2)nC(0)0Rd, • ' ' . 

(10) ■ (CH2)nNRdC(0)Rd • ' 
20 (11) (CH2)nNRdC(0)0Rd. 

■ (12) (CH2)nNRdC(0)N(Rd)2, 
. (13) (CH2)nNRdS02Rd. 

(14) (CH2)nS(0)mRd, 

(15) (CH2)nS02N(Rd)(Rd), 
25 (16) (CH2)nORd, 

(17) (CH2)nOC(0)Rd, 

(18) (CH2)nOC(0)ORd, 

(19) (CH2)nOC(0)N(Rd)2, 

(20) (CH2)nN(Rd)(Rd), 

30 (21) (CH2)nNRdS02N(Rd)(Rd); 

wherein the cycloalkyl. aryl and heleroaryl groups are optionally 
substituted with 1 to 3 groups selected from Rf ; the heterocyclyl group 
is optionally substituted with 1 to 3 groups selected from Rf and 0x0; 
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and the (CH2)n and alkyi groups are^qpiionally substituted with J to 3 
groups selected from Rg; and , 

(]) hydrogen, • , 

■5 ' ' (2) Cj-galkyI,; ' ' . ^ • ' ■ " •. 

: (3) (CH2)nC3-8cycIoa]kyl, ' , " 

(4) (CH2)naryl, . , 

(5) (CH2)nheterocycly], or 

(6) (CH2)nheteroaryl; 

cycloalkyl, aryl and heteroaryl groups areoptionally 

substituted with 1 to 3 groups selected from Rf; heterocyclyi grouF^ is 
optionally substituted with 1 to 3 groups selected from Rf aiid oxo; and 
. ' ■ the alkyl group is optionally substituted with 1 to 3 groups selected 

fromRg; 

15 with the proviso that X and Y are not both hydrogen! 

• . . , 

2. ThecompoundofClaim l wherein Gy is selected from the 
group consisting of benzene, pyridine, pyrazine. piperidine. imidazole and . • • 
^clohexane. ' ' • ' . . . 

20 ' . 

3. The compound of Claim 2 wherein Cy is benzene, pyrazine, or 

cyclohexane. 

4. The compound of Claim 1 wherein L is (CH2)m wherein m is 

25 0,.lor"2. 



5. The compound of Claim 1 wherein Rajs CH(Rb)-aryl 
CH(Rb)-0CH2aryl, or CH(Rb)-heteroaTyl wherein aiyl or heteroaryl is optionally 
substituted with one or two Rg groups. 

30 

6. The compound of Claim 5 wherein Ra is benzyl optionally 
substituted with one or two groups selected from halogen, Cm alkyl, Ci^ alkoxv 
CF3,andOCF3. 
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7. The compound of Claim 6 v^hereinRa is 4<hloroben7^ 
nuorobenzyl. • ^ 

8. The compout^d of Claim 1 Wherein Rb attached to the bicyclic . 
'5 ring o/ formula I is H or CH3. ' 

' ' 9 The compound of Claim 1 wherein X is Ci-salkyl, 

(CH2)n-C3-7cycloalkyUCH2)n-aryl,(CH2)nWoaryUCH2^ . 
CH;)ne(0)N(Rd)(Rd);(CH2)nC(^^^^^ (CH2)nORd, (CH2)nNHC(0)Rd, 
10 (CH2)nN(Rd)S02Rd, or (CH2)nSRd, wherein the cycloalkyl, ary. a.d heteroaryl 

groups a. optionally substituted with 1 to 3 groups selected from Rf; heter^^^^^^^^^^^ .s 
■ optionally substituted with 1 to 3 groups selected from Rf and oxo; and the (CH2)n 
and alkyl groups are optionally substituted with 1 to ? groups selected from Rb, halo, 
S(0)mRb,N(Rb)2,andORb. 



15 



20 



25 



30 



10 The compound of Claim 9 wherein X is CH2-heteroaryl, ^ ^ 
CH2Wrocyclyl,NHC(0)Rd:C(0)ORd,CIi2N(Rd)S02RdorC(0)N(^^^^^^^ • 

wherein heteroaryl is optionally substUuted wUh 1 to 3 group selected from Rf; . 
l^eterocyclyl is optionally substituted with 1 to 3 groups selected from Rf and oxo; and 
wtel Rd .s each mdependently selected from H and Ci.6 alkyl optionally 
substituted with ORb, SRb, or N(Rb)2, or 2 Rd groups together with the nitrogen to 
which they are attached form a 5- or 6-membered ring optionally having an additional 
heteroatom selected from O, S and NRb. 

1 1 The compound of Claim 10 yherein heteroaryl is selected from 
pyridyl, p>.azinyl, pyrimidinyl, triazolyl. tetrazolyl, thiadiazolyl, oxadiazolyl. 
pyrazolyl, and imidazolyl. 

12 The compound of Claim 1 wherein Y is (CH2)nC3-7 
cycloalkyl. (CH2)n-aryl, (CH2)n-heterocyclyl or (GH2)n-hBteroaryl wherein 

cycloalkyl. aryl and heteroaryl are optionally substituted with 1 to 3 groups selected 
from Rf. and heterocyclyl is optionally substituted with 1 to 3 groups selected from Rt 
and 0X0. 
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^ . 13,. . The compound of Claim 12 wherein Y is cyciohexyl 
cyclobeptyl, cyclopentyI,.cyclobutyImethyI. hexyl, teirahydropyranyl, phenyl, 
naphthyl, pyridyl, thienyl or furanyl. 

14. The compound of Claim 13 wherein Y is cyciohexyl, 
leCrahydropyranyl, or phenyl. 



The compound of Claim 1 of formula la: 




■ ; . . 'la ■ ■ 

or a pharmaceutically acceptable salt thereof; wherein 
Cyis (1) . phenyl, ' • 



(2) pyridyl, 

(3) piperidinyl, 

(4) imidazolyl, 

(5) cyciohexyl, or 

(6) pyrazinyl; 
Oorl; 

0 or 1; 
Oorl; 

1 or 2; 

(1) hydrogen, 

(2) Ci-8alkyl.or 

(3) C3.6cycloalkyl; 
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(1) hydrogen, 
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, . ' (2) ' halo, 

(3) Ci-8alkyl,.or 

(4) C3-6cycloalkyl, 

(5) ORb, ■ ' , . ' 
5 (6) CF3, . ■ 

(7) 0CF3, . ' 

(6) S(0)mRbor • 

(7) N(Rb)(Rb); 

in Rdi<5 (\) hydrogen, ' • , , u 

' (2) Ci-salkyl, optionally substituted with ORb, NRbRb, or SRb, 

(3) aryl. .' 

(4) heteroaryl, 

(5) C5.6cycloalkyl, or 

j5 . two Rd together with the atoms to which they are attached form a 5- or 

6-membered ring optionally containing an additional heteroatom ^ 

selected from O, S and NRb; • 

' X is (1) ' hydrogen, ' , ' ' 

20 (2) C(0)ORd, 

(3) C(0)N(Rd)(Rd), 

. (4) NHC(0)Rd, 

(5) NHC(0)NHRd, 

(6) NHC(0)ORd, 
25 (7) NHS02Rd, 

(8) OC(0)Rd, 

(9) Ci-ealkyl, 

(10) CH2-C3-7cycloalkyl, 

(11) (CH2)n-aryl, optionally substituted with 1 to 3 groups selected 
from halogen, C(0)ORb, and tetrazole, 

(12) (CH2)n-heteroaryl, optionally substituted with C i-3alkyl, 

N(Rb)(Rb)orORb, 

(13) (CH2)n-helerocyclyl optionally substituted with 1 to 3 groups 

selected from C 1-3 alkyi and 0X0, 
35 (14) CH2-0Rd, 
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(15) 


(CH2)nS(0)mRd 


(16) 




(17) 


(CH9)nCfO^Rd or 




o-neieroaryj, i 




hydrogen, 


(2) 


Ci-8alkyl, . 


(3) 


C3.7cycloalkyl, 


(4) 


(CH2)naryl, 


(5) 


(CH2)nheteroaryl, or 


(6) 


(CH2)hhelerocyclyl; 



wherein the cyclo^lkyl, aryl, heteroaryl, or heterocyclyl group is 
optionally substituted with one or two halo groups; 
with the proviso that X and Y are not both hydrogen. 

15 

• , , . ^ ^ The conipound of Claim 15 wherein the ci-bon atom marked 

with * has the /? configuration. ^ ' ' . " 

^ The compound of Claim 15'wherein X is selected frbin the 

20 group consisting of: * 
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O 



N' 
H 



O 

N 
H 




H 
O 

X 

-HN N' 
H 



O CH3 



•CH3. 



,0H 



O 



N CH3 
H 



NH, 



0 

-HN N' ^ 

H . 



O 

' -NH^^^' -NH 
CH3 



O 




-NH 



-NH Y 
CH3 



-O 




CHa 



CHa 



1 

N 



N^ 
< IcHa- 
S 



N-~ 



N 



CH, 



;s; -NH' 

-NH CH3 



CH3 -NH 



O CH3 




O 

X 

-HN''^N' 
H 



CH, 



-SCHs 




A^.CHg <^ J-S 



H3C-<^>CH,- < Xl^f ij 



'-^ S XHa S 



CH2- 



N^ 



N 



CH2- N 



N^/ 

■'J 



CHo- 



CH, 
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n — v^-^ 



N 



N- 
H 



N- 



H3C-</ ^CH 



N 



H 



CH, 



C JTJ-CH2- 



CH, 



HgG-N 1 



• . N 



N 



'0 



H2C-,,^^|y| 

HN-^ 



N ^^N 



CH, 



HpC 



HN'NH HgC-f T 



HN'Nv 



CH, 



H,C-// ^ 



-NH-C(0)CH3 -C(6)N(CH3)2 ^C(0)NH-t-Bu 



-CH2S(0)CH(CH3)2 -C(0)NHCH2CH2N(CH3)2 C(0)CH(CH3)2 
-CH2S(0)2CH(CH3)2 -CH2N(iPr)S02CH3 
— \ O 



O 



N NH 



-N N-CH3 H2C-N O 
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19. A method for the treatment or prevention of disorders, diseases 
or conditions responsive to the activation of the human melanocortin-4 receptor which 
comprises administering to a subject in need of such treatment or prevention an 
effectiveamount6f a Compound of Claim 1. . , • • 



I "I 



20 



20. A method for the treatment or pirevention of obesity which 
comprises administering to a subject in rieed of such treatment or prevention an ' 
effective amount of a compound of Claim 1. 

'21. A method for the treatment or prevention of diabetes mellitus 
which comprises administering to a subject in need of such treatment or prevention an 
effective amount of a compound of Claim 1 . 

22. A method for the treatment or prevention of male or female 
sexual dysfunction which comprises administering to a subject in need of such 
treatment or prevention an effective amount of a compound of Claim 1 . 

23. A method for the treatment or prevention of erectile 
dysfunction which comprises administering to a subject in need of such treatment or 
prevention an effective amount of a compound of Claim 1 . 
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I 

24. A method for the treatment orj)revention of female sexual 
dysfunction which comprises administering to a sulyect in need of such treatment or 
prevention an effective amount of a compound of Claim 1. 

I ' 25. A pharmaceutical cdmposi,tio.n which coniprises a compound of 
Claim ;1 and a pharmaceutically acceptable carrier. • i 

26. A method of treating sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human melanocortin-4 repeptor (MC-4R) 
agonist wherein the binding of the compound to the human MC-4R is characterized 
by an IC50 less than 30 nanomolar (nM) and the binding of the compound to the 
human MC-1 R is characterized by'an IC50 greater than 30 nM. 

27. The method of Claim 26 wherein the binding of the compound 
to the human MC-IR is characterized by an IC50 greater than 100 nM. 



28. The method of Claim 26 wherein the binding of the compourtd 
• t9 the human MC-IR is characterized by an IC50 greater than 1000 nM. ' . ' 

29. The method of Claim 26 wherein the binding of the compound 
to the human MC-IR is characterized by an IC50 greater than 2100 nM. 

30. A method of treatiiig sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human MC-4R agonist wherein the 
binding of the compound to the human MC-4R is characterized by an IC50 less than 

30 nM and the binding of the compound to the human MC-3R is characterized by an 
IC50 greater than 30 nM. 

31. The method of Claim 30 wherein the binding of the compound 
to the human MC-3R is characterized by an IC50 greater than 100 nM. 



32. The method of Claim 30 wherein the binding of the compound 
to the human MC-3R is characterized by an IC50 greater than 540 nM. 
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' 33. A method of treating sexual dysfunction in a male or female 

subject which comprises administering to the subject in need.thereof a therapeutically 
effective amount of a compound wHichiis a human MC-4R agonist wherein the 
• 5 binding of the compound to the human MC-4R i,s characterized by an IC50 less than 
30 nivl and the binding of the compound to the human MC-5R is characterized by an 

' IC50 greater than 30 nM. • , 

34. The method of Claim 33 wherein the binding of the compound 
10 to the human MC-5R is characterized by an IC50 of greater than 1 00 nM. 

• 35. The method of Claim 33 wherein the binding of the compound 

■ to the human MC-5R is characterized by an IC50 greater than 230 nM. 



15 



20 



'36. The method of Claim 26 wherein the comiJound is further 
characterized by binding to each of the human MC-2R, MC-3R, and MC-5R with an 
IC50 greater than 30 nM. ,1 

\ ' ' 37. The method of Claim 27 wherein the compound is further 
characterized by binding to each of the human MC-2R. MC-3R, and MC-5R with an 
IC50 greater than 1 00 nM. 

38. The method of Claim 28 wherein the compound is further 
characterized by binding to each of the human MC-2R and MC-3R with an IC50 

25 greater than 540 nM and binding to the MC-5R with an IC50 greater than 230 nM. 

39. The method of Claim 36 wherein the compound is further 
characterized by binding to any other human melanocortin receptor with an IC50 

greater than 30 nM. 



30 



40. The method of Claim 37 wherein the compound is further 
characterized by binding to any other human melanocortin receptor with an IC50 
greater than 100 nM. 
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, . ' 41. • The method of Claim 38 wherein the compound is further 
characterized by binding.to any other human melanocortin receptor with an IC50 
greater than 500 nM. 

42. A method of treating sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human MC-4R agonist wherein the, 
compound binds to the human MC-4R with a binding affinity at least 10-fold higher 
than the compound binds to each of the human MC-IR, MC-2R, MC-3R, and MC- 



43. The method of Claim 42 wherein the compound binds to the 
human MC-4R with a binding affinity at least lOO-fold higher than the compound 
binds to each of the human MC-IR, MC-2R, MC-3R, and MC-5R. 



44. The method of Claim 42 wherein the compound binds to the 
human MC-4R with a binding affinity at least lOOO-fold Higher than the compound" 
binds to each of the human MC-IR and MC-2R, at least 580-fold higher than the 
compound binds to the human MC-3R, and at least 250-fold higher than the 
20 compound binds to the human MC-5R, ' 

. 45; A method of treating sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human MC-4R agonist wherein the 
compound binds to the human MC-4R with a binding affinity at least lO-fold higher 
than the compound binds to any other human melanocortin receptor. 



46. The method of Claim 45 wherein the compound binds to the 
human MC-4R with a binding affinity at least lOO-fold higher than the compound 

30 binds to any other human melanocortin receptor. 

47. A method of treating sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human MC-4R agonist wherein the 
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funcnonal .a6tivity at the MC-4R ,s characterized by an EC50 less than 10 nM and the 
functional activity at the MC-IR is characterized by an EC50 greater than 10 nM. 

48 The method of Claim 47 wherein the functional activity of the 
5 compound at the MC-IR is characterized by an EC50 greater than 100 nM. 

49 The method of Claim 47 wherein the functiorial activity of the 
compound at the MC-IR is characterized by an EC50 greater than 1200 nM. 

jQ 50 A method of treating' sexual dysfunction in a male or female 

subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human MC-4R agon.st wherem the 
functional activity at the MC-4R is charactenzed by an EC50 less than 10 nM and the 
functional activity at the MC-3R is characterized by an EC50 greater than 10 nM. 

51, The method of Claim 50 wherein the functional activity of the , 
compound at the MC-3R is characterized by an EC50 greater than 100 nM. 

52 ■ The method of Claint 50 wherein the functional activity of th^ 
20 compound at the MC-3R is characterized by an EC50 greater than 1200 nM, 

• 53 A method of treating sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amount of a compound which is a human MC.4R agonist wherem the _ 
25 functional activity at the MC-4R is characterized by an EC50 less than 10 nM and the 
functional activity at the MC-5R is characterized by an EC50 greater than 10 nM. 

54. The method of Claim 53 wherein the functional activity of the 
compound at the MC-5R is characterized by an EC50 greater than 100 nM. 

55. The method of Claim 53 wherein the functional activity of the 
compound at the MC-5R is characterized by an EC50 greater than 520 nM. 



30 
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56 The method of Claim 47 wherein the compound is further 
• characterized by having a functional activity at each of the human MC-2R, MC-3R 
and MC-5R with an EC50 greater than 10 nM. ' • ' 

.' ' , ' " • • ' ■ 

: ' ^"^^ The methbd ofClainl48.wherein the compound is further 
characterized by having a functional activity at each of the human MC-2R, MC-3R 
' and MC-5R with an EC50 greater than 100 nM. 

.58. Themethodof Claim 49 wherein the compound is further 
10 characterized by having a functional activity at the h.uman MC-2R and MC-3R with 

an EC50 greater than J200 nM and a functional activity at the human MC-5R with.an 
' . EC50 greater than 520 nM. 



15 
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59. A method of treating sexual dysfunction in a male or female 
subject which comprises administering to the subject in need thereof a therapeutically 
effective amoum of a compound which is a human MC-4R agonist* wherein the 

• functional activity at the human MC-4R is characterized by an EC50 at least lO-fold- • 
lower than the functional activity at each of the hunian MC-IR, MC-2R MC-3R and 

' * I , ■ ' 

60. The method of Claim 59 wherein the functional activity at the 
human MC-4R is Characterized by an EC50 at least 100-fold lower than the functional 
activity at each of the human MC-IR, MC-2R, MC-3R, and MC-5R. 

■ ^"^^*od for the oral treatment of sexual dysfunction in a male 

or female subject which comprises the oral administration to the subject in need 
thereof a therapeutically effective amount of a compound which is an agonist of the 
human MC-4R. 

^2. The method of Claim 61 wherein the compound is a selective 
agonist of the human MC-4R. 



35 



63. The method of Claim 61 wherein the sexual dysfunction is 
erectile dysfunction. 
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64. The pharmaceutical composition of Claim 25 further 
composing a second active ingredient, selected from^the group consisting of an insulin 
sensitizer, an msulin mimetic, a sulfonylurea, an oc-glucosidase inhibitor, an HMG- 
CoX reductase inhibitor, a sequestrarit cholesterol lowerin- agent, a pS adrenergic 
receptoJ agonist, a neuropeptide V antagonist, a type.V cyclic-GMP-selective . 
phosphodiesterase inhibitor, an d2-adrenergic receptor antagonist, and a dopamine 

receptor agonist. 



\ 
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